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7H -pyrrok>[2.3 -dlpyrimidine 
derivatives of formula (I) 
wherein the symbols are as 
denned in claim 1. Those 
compounds inhibit tyrosine 
protein kinase and can be 
used in the treatment of 
hyperproliferative diseases, 
for example tumour diseases. 



2 



^\- (CHR ^~ N x 4 A 




a) 



Applicants: Arlindo L. Castelhano et al. 
Serial No.: 10/816,329 
Filed: March 31, 2004 
Exhibit 2 



FOR THE PURPOSES OF INFORMATION ONLY 



- Codes used to identify States party to the PCT on the front pages of pamphlets publishing international 
applications under the PCT. 



AM 


Armenia 




GB 


United Kingdom 


MW 


Malawi 


AT 


Austria 




GE 


Georgia 


MX 


Mexico 


AU 


Australia 




GN 


Guinea 


NE 


Niger 


BB 


Barbados 




GR 


Greece 


NL 




BC 


Be I{ turn 




HU 


Hungary 


NO 


Norway 


BT 


Bokm Faso 




IE 


Ireland 


NZ 


New Zealand 


BG 


Bulgaria 




IT 




PL 


Poland 


BJ 






JP 


Japan 


PT 


Portugal 


BR 


Brazil 




KE 


Kenya 


RO 




BY 


Bdm 




KG 


Kyrgystan 


RU 


Russian Federation 


CA 


Canada 




KP 


Democratic People*! Republic 


SD 


Sudan 


CF 


Central African Republic 






of Korea 


SE 


Sweden 


CG 






KR 


Republic of Korea 


SG 


Singapore 


CH 


Swiuerland 




KZ 


Kazakhstan 


61 


Slovenia 


CI 


Cote d*lvoire 




U 




SK 


Slovakia 


CM 


Cameroon 




LK 


Sri Lanka 


SN 


Senegal 


CN 


China 




LR 


IJberia 


sz 




CS 


Czechoslovakia 




LT 


Lahuania 


TO 


Chad 


cz 


Czecn Republic 




LU 


Luxembourg 


TG* 


Togo 


DE 


Germany 




LV 


Latvia 


TJ 


Tajikistan 


DK 


Denmark 




MC 


Monaco 


TT 


Trinidad and Tobago 


EE 


Estonia 




MO 


Republic of Moldova 


UA 


Ukraine 


ES 


Spain 




MG 


Madagascar 


UG 


Uganda 


n 

FR 


Finland 
Prance 




ML 
MN 


Mafi 

Mongolia 


US 
UZ 


United Scales of America 
Uzbekistan 


CA 


Gabon 




MR 


Maarttarria 


VN 


Viet Nam 



WO 97/02266 



PCT/EP96/02728 



- 1 - 



Pvrrolopyrimidines and processes for the preparation thereof 

The invention relates to 7H-pyrrolo[2,3-d]pyrimidine derivatives and to processes and 
novel intermediates for the preparation thereof, to pharmaceutical formulations 
comprising such derivatives and to the use of those derivatives as medicaments. 

The invention relates to 7H-pyrrolo[2,3-d]pyrimidine derivatives of formula I 



wherein 
q is 0 or 1 , 

n is from 1 to 3 when q is 0, or n is from 0 to 3 when q is 1 , 

R is halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, 
cyano, amino, lower alkanoylamino, lower alkyiamino, N,N-di-lower alkyiamino or tri- 
fluoromethyl, it being possible when several radicals R are present in the molecule for 
those radicals to be identical or different, 
a) Ri and R 2 are each independently of the other 

a) phenyl substituted by carbamoyl-methoxy, carboxy-methoxy, benzyloxycarbonyl- 
methoxy, lower alkoxycarbonyl-methoxy, phenyl, amino, lower alkanoylamino, lower 
alkyiamino, N,N-di-lower. alkyiamino, hydroxy, lower alkanoyloxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N.N-di-lower alkyl-carbamoyl, 
cyano or by nitro; 
(3) hydrogen; 

Y) unsubstituted or halo- or lower alkyl-substituted pyridyl; 




(I) 
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5) N-benzyl-pyridinium-2-yl; naphthyl; cyano; carboxy; lower alkoxycarbonyl; 
carbamoyl; N-lower alkyl-carbamoyt; N,N-di-Jower alkyl-carbamoyl; N-benzyl- 
carbamoyl; formyl; lower alkanoyl; lower alkenyl; lower alkenyloxy; or 
e) lower alkyl substituted by 

ea) halogen, amino, lower alkylamino, piperazino, di-lower alkylamino, 
ep) phenylamino that is unsubstituted or substituted in the phenyl moiety by halogen, 
lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower alkoxycarbonyl, 
carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, cyano, amino, 
lower alkanoylamino, lower alkylamino, N,N-dHower alkylamino or by trifluoromethyl, 
cy) hydroxy, lower alkoxy, cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower 
alkyl-carbamoyl, N ( N-di-lower alkyl-carbamoyl, mercapto or 

e5) by a radical of the formula RrS(0) m - wherein R 3 is lower alkyl and m is 0, 1 or 2, or 

b) when q is O, one of the radicals R t and R 2 is unsubstituted lower alkyl or 
unsubstituted phenyl and the other of the radicals R, and R 2 has one of the meanings 
given above in paragraph a) with the exception of hydrogen, or 

c) R, and R 2 together are C 4 -C«r1 ,4-alkadienylene substituted by amino, lower 
alkanoylamino, lower alkylamino, N,N-di-lower alkylamino, nrtro, halogen, hydroxy, 
lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, ^Wower alkyl- 
carbamoyl, N,N-di-lower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienylene 
having up to 9 carbon atoms, or 

d) when q is 1 , R 1 and R 2 are each independently of the other unsubstituted lower 
alkyl or unsubstituted phenyl or have one of the meanings given above in paragraph 
a), and 

Re is hydrogen, lower alkyl, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl 
or N,N-di-lower alkyl-carbamoyl, 
and to the salts thereof, 

with the exception of the compound of formula I wherein n is 0, q is 1 , R, and Re are 
each hydrogen and R 2 is methyl. 

The prefix "lower " used hereinbefore and hereinafter denotes a radical having up to 
and including a maximum of 7, especially up to and including a maximum of 4, and 
above all 1 or 2, carbon atoms. 
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Preferably, n is 2 or especially 1 . When there is only one substituent R, that 
substituent is preferably in the 3-position on the phenyl ring. When two substituents R 
are present, those substituents are preferably in the 3- and 4-positions. 

Halogen R is bromine, iodine or preferably fluorine or chlorine. When n is 1 , R is 
preferably chlorine. 

Lower alkyl is, for example, methyl. 

Lower alkanoyloxy is, for example, acetoxy. 

Lower alkoxy is, for example, methoxy. 

Lower alkoxycarbonyl is, for example, methoxy carbonyl. 

N-Lower alkyl -carbamoyl is, for example, N-methyl-carbamoyl, N-(n-butyl)-carbamoyt 
or N^3-methyl-but-1-yl)-carbamoyl. 

N t N-Di-lower alkyl-carbarnoyl is, for example, N,N-<fi-methyl-carbamoyt. 

Lower alkanoylamino is, for example, acetylamino. 

Lower alkylamino is, for example, methylarnino. 

N f N-Di-lower alkylamino is, for example, dimethyfamino. 

Lower alkoxycarbonyl-rnethoxy is, for example, methoxycarbonyl-methoxy. 

Substituted phenyl R, or R 2 may carry one or more, but preferably not more than 
three, substituents which may be identical or different. Substituted phenyl Ri or R 2 
preferably carries only one substituent which may be in the ortho-, the meta- or, 
preferably, the para-position. 
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Phenyl-substituted phenyl R t or R 2 is, for example, biphenylyl, preferably 4-biphenytyl. 
Pyridyl is, for example, 2-pyridyl. 

Halogen in a radical R1 or R 2 is fluorine, bromine, iodine or preferably chlorine. 
Naphthyl is, for example, 2-naphthyl. 

Lower alkenyl is, for example, vinyl, prop-1-enyl or prop-2-enyl (allyl). 

Lower alkenyloxy is, for example, vinyloxy. prop-1 -enyloxy or prop-2-enyloxy (allytoxy). 

Substituted lower alkyi R1 or R 2 may carry one or more, but preferably not more than 
three, substKuents, which may be identical or different. Substituted lower alkyl Ri or 
R2 preferably carries only one substituent 

Lower alkyl R t or R 2 substituted by phenylamino that is unsubstituted or substituted in 
the phenyl moiety by halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, 
carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N.N-di-lower 
alkyl-carbamoyl, cyano, amino, lower alkanoylamino, lower alkylamino, N,N-dMower 
alkylamino or by trifluoromethyl is especially methyl that is substituted in that manner, 
for example anilino-methyl or 4-methoxy-anllino-methyl. 

C4-C10-1 ,4-Alkadienylene is a divalent buta-1 , 3-diene radical in which each of terminal 
carbon atoms Nos. 1 and 4 has a free valency and which can be substituted by lower 
alkyl, the radical as a whole, however, having not more than 10 carbon atoms, for 
example buta-1 ,3-dien-1 ,4-ylene. 

Aza-1,4-a!kadienylene having up to 9 carbon atoms is C 4 -Cio-1.4-alkadienylene as 
defined above in which at least one carbon atom, preferably a carbon atom of the 
butadiene chain, such as especially a terminal carbon atom of the butadiene chain, 
has been replaced by nitrogen, for example l-aza-1,4-alkadienylene, such as 
especially 1 -aza-buta-1 ,3-dien-1 ,4-ylene. Aza-1 ,4-alkadienylene preferably contains 
from 1 to 3 nitrogen atoms, especially only one. 1 -Aza-1 ,4-alkadienylene having only 
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one nitrogen atom is preferably bonded via that nitrogen atom to carbon atom 6 of the 
7H-pyrrolo[2,3-d]pyrimidine ring system. 

Salts of compounds of formula I are especially acid addition salts with organic or inorganic 
acids, especially the pharmaceutically acceptable, non-toxic salts. Suitable inorganic acids 
are, for example, carbonic acid (preferably in the form of the carbonates or hydrogen 
carbonates); hydrohalic acids, such as hydrochloric acid; sulfuric acid; or phosphoric acid. 
Suitable organic acids are, for example, cartooxylic, phosphonic, sulfonic or sulfamic acids, 
for example acetic add, propionic acid, octanoic acid, decanoic acid, dodecanoic acid, 
glycolic acid, lactic acid, 2-hydroxybutyric acid, gluconic acid, glucosemonocarboxylic acid, 
fumaric acid, succinic acid, adipic acid, pimelic acid, suberic acid, azelaic acid, malic acid, 
tartaric acid, citric acid, glucaric acid, galactaric acid, amino acids, such as glutamic acid, 
aspartic acid, N-methylglyctne, acetylaminoacettc acid, N-acetytasparagine or N-acetyf- 
cystme, pyruvic acid, acetoacetic acid, phosphoserine, 2- or 3-glycerophosphoric acid, 
glucose-6-phosphoric acid, glucose-1 -phosphoric acid, fructose-1 ,6-bis-phosphoric acid, 
maleic acid, hydroxymaleic acid, methyimaleic acid, cydohexanecarboxylic add, adamant- 
anecarboxylic acid, benzoic acid, salicylic acid, 1- or 3-hydroxynaphthyl-2-carboxyiic acid, 
3,4,5-trimethoxybenzoic add, 2-phenoxybenzoic acid, 2-acetoxybenzoic add, ^aminosali- 
cylic acid, phthalic add, phenylacetic acid, mahdeiic add; cinnamic add, nicotinic add, iso~ 
nicotinic add, ghjcwont c-acidr galacturonic add, methane- or^thane-sulfonic add, 2- — 
hydroxyethanesulfonic add, ethane-1 ,2-disulfonic acid, benzenesulfonic acid, 2-naphthal- 
enesulfonic acid, 1 ,5-naphthalene-disuKonic add, 2-, 3- or 4-methyibenzenesulfonic acid, 
methylsulfuric acid, ethylsulfuric acid, dodecylsulfuric acid, N-cydohexyisulfamic acid, N- 
methyl-, N-ethyl- or N-propyl-sutfamic acid, or other organic protonic acids, such as ascorbic 
acid. 

Compounds of formula I having at least one free carboxy group are capable of 
forming internal salts or metal or ammonium salts, such as alkali metal or alkaline 
earth metal salts, for example sodium, potassium, magnesium or calcium salts, or 
ammonium salts with ammonia or suitable organic amines, such as tertiary 
monoamines, for example triethylamine or tri(2-hydroxyethyf)amine, or heterocyclic 
bases, for example N-ethyl-piperidine or N,N'-dimethyl-piperazine. 
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For isolation or purification purposes it is also possible to use pharmaceutically 
unacceptable salts, for example picrates or perchlorates. Only salts that are 
pharmaceutically acceptable and non-toxic (at the appropriate dosages) are used 
therapeutically and those salts are therefore preferred. 

In view of the close relationship between the novel compounds in free form and in the 
form of their salts, including those salts that can be used as intermediates, for 
example in the purification or identification of the novel compounds, hereinbefore and 
hereinafter any reference to the free compounds is to be understood as referring also 
to the corresponding salts, as appropriate and expedient. 

The compounds of formula I have valuable pharmacologically useful properties. In particular 
they exhibit specific inhibitory activities that are of pharmacological interest They are 
effective especially as tyrosine protein kinase inhibitors and/or (furthermore) as inhibitors of 
serine/threonine protein kinases; they exhibit, for example, powerful inhibition of the 
tyrosine kinase activity of the receptor for epidermal growth factor (EGF) and of c-erbB2 
kinase. Those receptor-specific enzyme activities play a key role in signal transmission in a 
large number of mammalian cells, including human cells, especially epithelial cells, cells of 
the immune system and cells of the central and peripheral nervous system. For example, in 
various cell types, EGF-induced activation of receptor-associated tyrosine protein kinase** 
(EGF-R-TPK) is a prerequisite for cell division and hence for the proliferation of the cell 
population. An increase in the number of EGF-receptor-specific tyrosine kinase inhibitors 
thus inhibits the proliferation of the cells. The same applies analogously to the other protein 
kinases mentioned hereinbefore and hereinafter. 

In addition to or instead of inhibiting EGF-receptor tyrosine protein kinase, the 
compounds of formula I also inhibit to varying extents other tyrosine protein kinases 
that are involved in signal transmission mediated by trophic factors, for example abl 
kinase, especially v-abl kinase, kinases from the family of the src kinases, especially 
c-src kinase, Ick, fyn; other kinases of the EGF family, for example c-erbB2 kinase 
(HER-2), c-erbB3 kinase, c-erbB4 kinase; members of the family of the PDGF- 
receptor tyrosine protein kinases, for example PDGF-receptor kinase, CSF-1 receptor 
kinase, Kit-receptor kinase, VEGF-receptor kinase (e.g. KDR and FIt-1) and FGF- 
receptor kinase; the receptor kinase of the insulin-like growth factor (IGF-1 kinase), 
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and serine/threonine kinases, for example protein kinase C or cdc kinases, all of 
which play a part in growth regulation and transformation in mammalian cells, 
including human cells. 

The inhibition of EGF-receptor-specific tyrosine protein kinase (EGF-R-TPK) can be 
demonstrated using known methods, for example using the recombinant intracellular 
domain of the EGF-receptor (EGF-R ICD; see, for example, E. McGlynn et aL, Europ. 
J. Biochem. 207, 265-275 (1992)). Compared with the control without inhibitor, the 
compounds of formula I inhibit the enzyme activity by 50 % (IC50), for example in a 
concentration of from 0.0005 to 1 jiM. especially from 0.001 to 0.1 |iM. 

The action of the compounds of formula I on EGF-stimulated cellular tyrosine 
phosphorylation in the EGF-receptor can be determined in the human A431 epithelial 
carcinoma cell line by means of an ELISA which is described in U. Trinks et aL, J. 
Med. Chem. 37:7. 1015-1 027 (1 994). In that test (EGFR-EUSA) the compounds of 
formula I exhibit an ICso of approximately from 0.001 to 1 jiM. 

Stimulation of quiescent BALB/c3T3 cells with EGF rapidly induces the expression of 
c-fos mRNA. Pretreatment of the cells with a compound of formula I before the 
stimulation with EGF inhibits c-fos expression at an IC50 of approximately from 0.001 
to 0.1 jiM. That test procedure is likewise described in U. Trinks et ak, J. Med. Chem, 
37:7. 1015-1027 (1994). 

In the micromolar range too, the compounds of formula I exhibit, for example, inhibition of 
the cell growth of EGF-dependent cell lines, for example the epidermoid BALB/c mouse 
keratinocyte cell line (see Weissmann, B.A., and Aaronson, S.A., Cell 32, 599 (1983)) or the 
A431 cell line, which are recognised useful standard sources of EGF-dependent epithelial 
cells (see Carpenter, G., and Zendegni, J. Anal. Biochem. 153, 279-282 (1985)). In a known 
test method (see Meyer et aL, Int. J. Cancer 43, 851 (1989)), the inhibitory activity of the 
compounds of formula I is determined, briefly, as follows: BALB/MK cells (10 000/microtitre 
plate well) are transferred to 96-well microtitre plates. The test compounds (dissolved in 
DMSO) are added in a series of concentrations (dilution series) in such a manner that the 
final concentration of DMSO is not greater than 1 % (v/v). After the addition, the plates are 
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incubated for three days during which the control cultures without test compound are able to 
undergo at least three cell-division cydes. The growth of the MK cells is measured by 
means of methylene blue staining: after the incubation the cells are fixed with 
glutaraldehyde, washed with water and stained with 0.05 % methylene blue. After a 
washing step the stain is eluted with 3 % HCI and the optical density per well of the 
microtitre plate is measured using a Titertek Multiskan at 665 nm. IC50 values are 
determined by a computer-aided system using the formula: 

IC50 = t(OD« t - OD^rtV^Dcoouor - OD^)] x 100. 

The IC50 value in those experiments is given as that concentration of the test compound in 
question that results in a cell count that is 50 % lower than that obtained using the control 
without inhibitor. The compounds of formula I exhibit inhibitory activity in the micromolar 
range, for example an IC50 of approximately from 0.1 to 1 ^iM- 

The compounds of formula I exhibit inhibition of the growth of tumour cells also in vivo, as 
shown, for example, by the test described below: the test is based on inhibition of the 
growth of the human epidermoid carcinoma A431 (ATCC No. CRL 1555; American Type 
Culture Collection, Rockville, Maryland, USA; see Santon, J.B.. et a/. f Cancer Research 46, 
4701-4705 (1986) and Ozawa, S., et aL InL J. Cancer 4Q, 706-710 (1987)), which is 
transplanted into female BALB/c nude mice (Bomholtgard, Denmark). That carcinoma 
exhibits a growth that correlates with the extentoMhe expression of ttie EGF-receptor. In _ 
the experiment, tumours having a volume of approximately 1 cm 3 cultured in vivo are 
surgically removed from experimental animals under sterile conditions. The tumours are 
comminuted and suspended in 10 volumes (w/v) of phosphate-buffered saline. The 
suspension is injected s.c. (0.2 ml/mouse in phosphate-buffered saline) into the left flank of 
the animals. Alternatively, 1 x 10 6 cells from an In vitro culture in 02. ml of phosphate- 
buffered saline can be injected. Treatment with test compounds of formula I is started 5 or 7 
days after the transplant, when the tumours have reached a diameter of 4-5 mm. The test 
compound in question is administered (in different doses for different animal groups) once a 
day for 15 successive days. The tumour growth is determined by measuring the diameter of 
the tumours along three axes that are perpendicular to each other. The tumour volumes are 
calculated using the known formula p x L x D 2 /6 (see Evans, B.D., et aL, Brit J. Cancer 45, 
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466-8 (1982)). The results are given as treatment/control percentages (T/C x 100 = T/C %). 
At a dose of from 3 to 50 mg/kg of active ingredient, distinct inhibition of the tumour growth 
is found, for example T/C % values of less than 10, which indicates strong inhibition of 
tumour growth. 

As well as or instead of inhibiting EGF-receptor tyrosine protein kinase, the compounds of 
formula I also inhibit other tyrosine protein kinases that are involved in signal transmission 
mediated by trophic factors, for example abl kinase, such as especially v-abl kinase (ICso for 
example from 0.01 to 5 *iM), kinases from the family of the src kinases, such as especially 
c-src kinase (ICso for example from 0.1 to 10 \sM) and c-ert>B2 kinase (HER-2). and serine/- 
threonine kinases, for example protein kinase C. all of which are involved in growth 
regulation and transformation in mammalian cells, including human cells. 

The above-mentioned inhibition of v-abl tyrosine kinase is determined by the methods 
of N. Lydon ef a/.. Oncogene Research 5, 161-173 (1990) and J. F. Geissler et a/., 
Cancer Research 52, 4492-4498 (1992). In those methods [Vafyangfotensin II and 
[ y J*p]- ATP are used as substrates. 

The inhibition of c-erbB2 tyrosine kinase (HER-2) can be determined, for example, analog- 
ously to the method used for EGF-R-TPK (see C. House et sJ. 9 Europ. J. Biochem. 14Q, 
363-367 (1984)). The c-ert>B2 kinase can be isolated, and its activity determined, by means 
of protocols krsown perse, for example in accordance with/T. Akiyama et aL r Science 232, 
1644(1986). 

The compounds of formula I which inhibit the tyrosine kinase activity of the receptor for the 
epidermal growth factor (EGF) or of the other tyrosine protein kinases mentioned are there- 
fore useful, for example, in the treatment of benign or malignant tumours. They are capable 
of effecting tumour regression and of preventing the formation of tumour metastases and 
the growth of micrometastases. They can be used especially in the case of epidermal 
hyperproliferation (psoriasis), in the treatment of neoplasias of epithelial character, e.g. 
mammary carcinomas, and in leukaemias. In addition, the compounds of formula I 
(especially the novel compounds) can be used in the treatment of those disorders of the 
immune system in which several or, especially, individual tyrosine protein kinases and/or 
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(furthermore) serine/threonine protetin kinases are involved; those compounds of formula I 
can also be used in the treatment of those disorders of the central or peripheral nervous 
system in which signal transmission by several or, especially, a single tyrosine protein 
kinase(s) and/or (furthermore) serine/threonine protein kinase(s) is/are involved. 

In general, the present invention relates also to the use of the compounds of formula I in the 
inhibition of the mentioned protein kinases. 

The compounds according to the invention can be used both alone and in combination with 
other pharmacologically active compounds, for example together with inhibitors of the 
enzymes of polyamine synthesis, inhibitors of protein kinase C, inhibitors of other tyrosine 
kinases, cytokines, negative growth regulators, for example TGF-B or IFN-I3, aromatase 
inhibitors, antioestrogens and/or cytostatic drugs. 

In the preferred subjects of the invention mentioned hereinafter, general definitions can be 
replaced by the more specific definitions given at the beginning, where appropriate and 
expedient. 

Preference is given to compounds of formula I wherein 

qteQorl, _ . rfsat^-^ . ^ 

n is from 1 to 3 when q is 0, or n isjrom 0 to 3 when q is 1 , 

R is halogen, lower alky!, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-3ower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, 
cyano, amino, lower alkanoylamino, lower alkylamino, N,N-di-lower alkylamino or 
trifluoromethyl, It being possible when several radicals R are present in the molecule 
for those radicals to be identical or different, 

a) Rt and R 2 are each independently of the other phenyl substituted by carbamoyl- 
methoxy, carboxy-methoxy, benzyloxycarbonyl-methoxy, lower alkoxycarbonyl* 
methoxy, phenyl, amino, lower alkanoylamino. lower alkylamino, N.N-dMower alkyl- 
amino, hydroxy, lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower 
alkyl-carbamoyl, N.N-di-lower alkyl-carbamoyl, cyano or by nitro; hydrogen; unsubsti- 
tuted or halo- or lower alkyl-subsfrtuted pyridyl; N-benzyl-pyridinium-2-yl; naphthyt; 
cyano; carboxy, lower alkoxycarbonyl; carbamoyl; N-lower alkyl-carbamoyl; N.N-di- 
lower alkyl-carbamoyl; N-benzyl-carbamoyi; formyl; lower alkanoyl; lower alkenyl; 
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lower alkenyloxy; or lower alkyl substituted by halogen, amino, lower alkylamino, 
piperazino, di-lower alkylamino, hydroxy, lower alkoxy, cyano, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, 
mercapto or by a radical of the formula R 3 -S(0) m - wherein R 3 is lower alkyl and m is 0, 
1 or 2, or 

b) when q is 0, one of the radicals Ri and R 2 is unsubstituted lower alkyl or 
unsubstituted phenyl and the other of the radicals R t and R 2 has one of the meanings 
given above in paragraph a), or 

c) Ri and R 2 together are C 4 ~Ci<r1 ,4-alkadienylene substituted by amino, lower 
alkanoylamino, lower alkylamino, N.N-di-lower alkylamino, nitrti, halogen, hydroxy, 
lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl- 
carbamoyl, N,N-di-lower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienylene 
having up to 9 carbon atoms, or 

d) when q is 1, Ri and R 2 are each independently of the other unsubstituted lower 
alkyl or unsubstituted phenyl or have one of the meanings given above in paragraph 
a), and 

R« is hydrogen, lower alkyl, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl 

or N,N-di-lower alkyl-carbamoyl, 

and to the salts thereof, ~~~~ 

with Jhe. exception of ihe compound of formate I wherenro is^r^s^rRi and Re are- -* 
each hydrogen and R 2 is methyl. 

Preference is given also to compounds of formula I wherein 
q is 0 or 1 , 

n is from 1 to 3 when q is 0, or n is from 0 to 3 when q is 1 , 

R is halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N, N-dMower alkyl-carbamoyl, 
cyano, amino, lower alkanoylamino, lower alkylamino, N,N-dMower alkylamino or 
trifluoromethyl, it being possible when several radicals R are present in the molecule 
for those radicals to be identical or different, 

a) R t is hydrogen and R 2 is phenyl substituted by carbamoyl-methoxy, carboxy- 
methoxy, benzyloxycarbonyl-methoxy, lower alkoxycarbonyl-methoxy, phenyl, amino, 
lower alkanoylamino, lower alkylamino, N,N-dMower alkylamino, hydroxy, lower 
alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N- 
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di-lower alkyl-carbamoyl, cyano or by nitro; unsubstituted or halo- or lower alkyl 



substituted pyridyl; N-benzyl-pyridinium-2-yl; naphthyl; cyano; carboxy; lower 
alkoxycarbonyl; carbamoyl; N-lower alkyl-carbamoyl; N.N-di-lower alkyl-carbamoyl; N- 
benzyl-carbamoyl; formyl; lower alkanoyl; lower alkenyl; lower alkenyloxy; or lower 
alkyl substituted by halogen; phenylamino that is unsubstituted or substituted in the 
phenyl moiety by halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, 
carboxy. lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N.N-dMower 
alkyl-carbamoyl, cyano, amino, lower alkanoylamino, lower alkylamino, N.N-dMower 
alkylamino or by trifluoromethyl; lower alkoxy, cyano, carboxy, lower alkoxycarbonyl, 
carbamoyl, N-lower alkyl-carbamoyl, N.N-dMower alkyl-carbamoyl, mercapto or by a 
radical of the formula FVSCOW wherein R 3 Is lower alkyl and m is 0, 1 or 2 t or 

b) when q is 0, one of the radicals Ri and R 2 is unsubstituted lower alkyl or 
unsubstituted phenyl and the other of the radicals Ri and R 2 has one of the meanings 
given above in paragraph a) with the exception of hydrogen, or 

c) Ri and R 2 together are C4-C10-1 ,4-alkadienylene substituted by lower alkanoyl- 
amino, nitro, halogen, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl- 
carbamoyl, N,N-di-lower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienylene 
having up to 9 carbon atoms, or 

d) when q is 1, R t is hydrogen and R 2 is unsubstituted phenyl, and 

Re is hydrogen, lower alkyl, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl 
or N.N-dMower alkyl-carbamoyl, 
and to the salts thereof. 

Preference is given also to 7H-pyrrolo[2,3-d]pyrimidine derivatives of formula la 



2 



1 




(«a) 



wherein n is from 1 to 3, 

R is halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower 
alkoxycarbonyl, carbamoyl. N-lower alkyl-carbamoyl, N.N-dMower alkyl-carbamoyl, 
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cyano, amino, lower alkanoylamino, lower alkylamino. N f N-di-lower alkylamino or 
trifluoromethyl, it being possible when several radicals R are present In the molecule 
tor those radicals to be identical or different, 

a) Ri and R 2 are each independently of the other phenyl substituted by phenyl, amino, 
lower alkanoylamino, lower alkyla mino » N.N-dMower alkylamino, hydroxy, lower 
alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N.N- 
dMower alkyl-carbamoyl, cyano or by nltro; hydrogen; unsubstituted or halo- or lower 
alkyl-substituted pyridyl; N-benzyl-pyridinium-2-yl; naphthyl; cyano; carboxy; lower 
alkoxycarbonyl; carbamoyl; N-lower alkyl-carbamoyl; N.N-dMower alkyl-carbamoyl; 
fonnyl; lower alkanoyt; lower alkenyl; lower alkenyloxy; or lower alkyl substituted by 
halogen, amino, lower alkylamino. piperazino, di-lower alkylamino, hydroxy, lower 
alkoxy, cyano. carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl. 
N,N-di-lower alkyl-carbamoyl, mercapto or by a radical of the formula R 3 *S(0) m - 
wherein R 3 is lower alkyl and m is 0, 1 or 2, or 

b) one of the radicals Ri and R 2 is unsubstituted lower alkyl or unsubstituted phenyl 
and the other of the radicals R, and R 2 has one of the meanings given above in 
paragraph a) with the exception of hydrogen, or 

c) Ri and R 2 together are C 4 -C, ( r1,'l-alkadienylene substituted by amino, lower 
alkanoylamino, lower alkylamino, N.N-dMower alkylamino, nitro, halogen, hydroxy, 
lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl- 
carbamoyl, N.N-dMower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienyiene 
having up to 9 carbon atoms, 

and to the salts thereof. 

Preference is given very especially to compounds of formula I wherein 
n is from 1 to 3 and q is 0, 

R is halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy. carboxy. lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N.N-dMower alkyl-carbamoyl, 
cyano, amino, lower alkanoylamino, lower alkylamino, N,N-di-lower alkylamino or 
trifluoromethyl, H being possible when several radicals R are present in the molecule 
for those radicals to be identical or different and 

a) Ri and R 2 are each independently of the other phenyl substituted by phenyl, amino, 
lower alkanoylamino, lower alkylamino, N.N-dMower alkylamino, hydroxy, lower 
alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N- 
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di-lower alkyl-carbamoyl, cyano or by nitro; unsubstituted or halo- or lower alkyl- 
substituted pyridyl; N-benzyl-pyridinium-2-yl; naphthyl; cyano; carboxy; lower alkoxy- 
carbonyl; carbamoyl; N-lower alkyl-carbamoyl; N.N-dMower alkyl-carbamoyl; formyl; 
lower alkanoyl; lower alkenyl; lower alkenyloxy; or lower alkyl substituted by halogen, 
amino, lower alkylamino. piperazino, di-lower alkylamino. hydroxy, lower alkoxy, 
cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-di- 
lower alkyl-carbamoyl, mercapto or by a radical of the formula R3-S(0)„,- wherein R 3 is 
lower alkyl and m is O f 1 or 2, or 

b) one of the radicals Ri and R 2 is hydrogen, unsubstrtuted lower alkyl or 
unsubstituted phenyl and the other of the radicals Ri and R 2 has one of the meanings 
given above in paragraph a), or 

c) Ri and R 2 together are C 4 -Cicr1 ,4-alkadienylene substituted by amino, lower 
alkanoylamino, lower alkylamino, N, N-dMower alkylamino, nitro, halogen, hydroxy, 
lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl- 
carbamoyl, N,N-di-lower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienylene 
having up to 9 carbon atoms, 

and to the salts thereof. 

Preference is given especially to compounds of formula I wherein 
n is 1 or 2 and q is O, 

R is halogen, it being possible when several radicals R are present in the molectife for 
those radicals to be identical or different, and , 

a) Ri and R 2 are each independently of the other pher^l substituted by phenyl.Vmiho, 
hydroxy or by nitro; hydrogen; pyridyl; N-benzyl-pyridinium-2-yl; naphthyl; or lower 
alkyl substituted by di-lower alkylamino, or 

b) one of the radicals Ri and R z is unsubstituted lower alkyl or unsubstituted phenyl 
and the other of the radicals Ri and R 2 has one of the meanings given above in 
paragraph a) with the exception of hydrogen, or 

c) Ri and R 2 together are aza-1 ,4-alkadienylene having up to 9 carbon atoms, 
and to the salts thereof. 

Special preference is given to compounds of formula I wherein" 
n is 1 or 2 and q Is O, 
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R is halogen, it being possible when several radicals R are present in the molecule for 
those radicals to be identical or different, and 

a) R, is hydrogen, or lower alkyl unsubstituted or substituted by di-lower alkylamino, 
and R 2 is phenyl substituted by phenyl, amino, hydroxy or by nitro; pyridyl; N-benzyl- 
pyridinium-2-yl; or naphthyl. or 

b) Ri and R 2 together are aza-1 ,4-alkadienylene having up to,9 carbon atoms, 
and to the salts thereof. 

Preference is given also to compounds of formula I wherein 
qis1, 

n is from 0 to 3, 

R is halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl -carbamoyl, 
cyano, amino, lower alkanoylamino, lower alkylamino, N.N-dMower alkylamino or 
trffluoromethyl, it being possible when several radicals R are present in the molecule 
for those radicals to be identical or different, 

a) R t and R 2 are each independently of the other phenyl substituted by carbamoyl- 
methoxy, carboxy-methoxy, benzyloxycarbonyl-methoxy, lower alkoxycarbonyl- 
methoxy, phenyl, amino, lower alkanoylamino, Ipwer alkylamino, N.N-dMower 
alkylamino, hydroxy, lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N- ^ 
lower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, cyano or by Rttro; hydrogen; 
unsubstituted or halo- or lower alkyl-substituted pyridyl; N-benzyl-pyridinium-2-yl; 
naphthyl; cyano; carboxy; lower alkoxycarbonyl; carbamoyl ISHower alkyl-carbamoyl; T 
N,N-di-lower alkyl-carbamoyf; N-benzyl-carbamoyl; formyl; lower alkanoyl; lower 
alkenyl; lower alkenyloxy; or lower alkyl substituted by halogen, amino, lower 
alkylamino, piperazino, di-lower alkylamino, hydroxy, lower alkoxy, cyano, carboxy, 
lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl- 
carbamoyl, mercapto or by a radical of the formula RirSfO),*- wherein R 3 is lower alkyl 
and m is 0, 1 or 2, or 

b) R f and R 2 together are C4-C10-1 ,4-alkadienylene substituted by amino, lower 
alkanoylamino, lower alkylamino, N,N-dMower alkylamino, nitro, halogen, hydroxy, 
lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl- 
carbamoyl, N,N-di-lower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienylene 
having up to 9 carbon atoms, or 
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c) R, and R 2 are each independently of the other unsubstituted lower alkyl or 
unsubstituted phenyl or have one of the meanings given above in paragraph a), and 
R 6 is hydrogen, lower alkyl. lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl 
or N,N-di-lower alkyl-carbamoyl, 
and to the salts thereof. 

Preference is given especially also to compounds of formula I wherein 
q is 0 or 1 , 

n is 1 or 2 when q is 0, or n is from 0 to 2 when q is 1 , 

R is halogen or lower alkyl, it being possible when several radicals R are present in 
the molecule for those radicals to be identical or different, and 

a) Ri is hydrogen, or lower alkyl that is unsubstituted or substituted by dNower 
alkyfamino, and R 2 is phenyl substituted by carbamoyimethoxy, carboxymethoxy, 
benzyloxycarbonytmethoxy. lower alkoxycarbonylmethoxy. lower alkoxycarbonyl, 
carboxy, N f N-di-lower alkyl-carbamoyl, phenyl, amino, lower alkylamino, dNower 
alkylamino, lower alkanoylamino, hydroxy or by nitro; hydroxy-lower alkyl, amino-lower 
alkyl, di-lower alkyiamino-lower alkyl, piperazino-lower alkyl, formyl, cyano, carboxy; 
lower alkoxycaifconyl; carbamoyl, N-lower alkyl-carbamoyl; N,N-dNower alkyl- 
carbamoyl, pyridyl; N-benzyl-carbamoyl, N-benzyl-pyridinium-2-yl; or naphthyl, or 

b) Ri and R 2 together are 1 -aza-buta-1 , 3-dien-1 ,4-ylene, or 

c) when q is 1 , Ri and R 2 are each methyl, and 
Re is hydrogen, methyl or lower alkoxycarbonyl, 
and to the salts thereof. 

Preference is given especially also to compounds of formula I wherein 
q is 0 or 1 , 

n is 1 or 2 when q is 0, or n is from 0 to 2 when q is 1, 

R is halogen, it being possible when several radicals R are present in the molecule for 
those radicals to be Identical or different, and 

a) Ri Is hydrogen or lower alkyl that is unsubstituted or substituted by dNower 
alkylamino, and R 2 is phenyl substituted by carbamoylmethoxy, carboxymethoxy, 
benzyloxycarbonylmethoxy, methoxycarbonylmethoxy, ethoxycarbonyl, carboxy, 
phenyl, amino, acetamino, hydroxy or by nitro; carboxy; ethoxycarbonyl; N-lower alkyl- 
carbamoyl; pyridyl; N-benzyt-pyridinium-2-yt; or naphthyl, or 
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b) Ri and R 2 together are aza-1 ,4-alkadienylene having up to 9 carton atoms, or 

c) when q is 1, Rt and R 2 are each methyl, and 
Re is hydrogen, methyl or methoxycarbonyl, 
and to the salts thereof. 

Preference is given above all to the compounds of formula I described in the 
Examples and to the pharmaceutical^ acceptable salts thereof. 

The invention relates also to the compound 4-(3-chloro-anilino)-pyrimido[4,5-b]indole, 
which does not fall within the scope of formula I, which is obtainable in accordance 
with Example (Reference Example) 15, and to the pharmaceutical^ acceptable salts 
thereof. 

The compounds of formula I and the salts thereof are prepared by processes known 
per se. The process according to the invention comprises 

a) reacting a pyrrolo[2 f 3-d]pyrimidine derivative of formula II 




R, 



wherein X is a suitable leaving group, Z is hydrogen or 1-aryHower alkyl and the remaining 
substituents are as defined above fcr compounds of formula I, any free functional groups 
present in the radicals Ri and R 2 being protected if necessary by readiiy removable protect- 
ing groups, with an amine of formula III 

l_l 

(CHR 6 )— N 0U) 
H 
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wherein R, Re, n and q are as defined above for compounds of formula l ? any free 
functional groups present in the radical R being protected if necessary by readily 
removable protecting groups, and removing any protecting groups that are present 
and, where It is present, the 1-aryMower alkyl radical Z, or 

b) reacting with an amine of formula III above, in the presence of a dehydrating agent and a 
tertiary amine, a pyrrolo[2,3-d]pyrimidin-4-one derivative of formula IV 



2 1 




wherein Z' is 1-aryl-lower atkyl and Rt and R 2 are as defined above for compounds of 
formula I, any free functional groups present In the radicals Rt and R 2 being protected 
tf necessary by readily removable protecting groups, and removing any protecting 
groups that are present, or ^ „ . ^ — 

c) for the preparation of a compound of formula I wherein Ri is dimethylamino-methyl 
and the remaining substituents are as defined above for compounds of formula I, 
reacting with N,N-dimethyl-methyleneimmonium iodide a compound corresponding to 
formula I wherein R t is hydrogen and the remaining substituents are as defined above 
for compounds of formula l f any free functional groups present in the radicals R, and 
R 2 being protected if necessary by readily removable protecting groups, and removing 
any protecting groups that are present, or 

d) for the preparation of a compound of formula I wherein at least one of the radicals 
R f R t and R 2 is hydroxy-substituted phenyl and the remaining substituents are as 
defined above for compounds of formula I, reacting with boron tribromide a compound 
corresponding to formula I wherein at least one of the radicals R t Ri and R2 is 
methoxy-substituted phenyl and the remaining substituents are as defined above for 
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compounds of formula I, any free functional groups present in the radicals R, R, and 
R 2 being protected if necessaryby readily removable protecting groups, and removing 
any protecting groups that are present, or 

e) for the preparation of a compound of formula I wherein at least one of the radicals 
R, R t and R 2 is amino-substituted phenyl and the remaining substituents are as 
defined above for compounds of formula I, subjecting to catalytic hydrogenation a 
compound corresponding to formula I wherein at least one of the radicals R, Ri and 
R 2 is nitro-substituted phenyl and the remaining substituents are as defined above for 
compounds of formula I, any free functional groups present in the radicals R f R t and 
R 2 being protected if necessary by readily removable protecting groups, and removing 
any protecting groups that are present, 

and after carrying out one of process variants a) to e), if necessary for the preparation 
of a salt, converting a resulting free compound of formula I into a salt or, if necessary 
for the preparation of a free compound, converting a resulting salt of a compound of 
formula I into the free compound. 

Detailed description of the process steps 

The above . processes are described- in-3etaii below (se&-also German Offenlegungs- 
schrift No. 30 36 390, published on 13th Mary 1982, and A. Jorgensen et a/., J. 
Heterocyci. Chem. 22, 859 [1985]). In the more precise description that follows, unless 
otherwise indicated the radicals R, R t and R 2 and n are as defined for compounds of 
formula I. 

General points : 

The end products of formula I may contain substituents that can also be used as 
protecting groups in starting materials for the preparation of other end products of 
formula I. Unless the context indicates otherwise, the term "protecting group" is used 
in this text to denote only a readily removable group that is not a constituent of the 
particular desired end product of formula I. 
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Process a) 

In the compound of formula II a suitable leaving group X is preferably halogen, such 
as bromine, iodine or especially chlorine. 1-AryWower alkyl Z is preferably 1-phenyl- 
lower alkyl, such as especially 1-phenylethyl or, more especially, benzyl. 

Free functional groups present in the radicals R, and R 2f which are if necessary 
protected by readily removable protecting groups, are especially amino or lower 
alkylamino. 

Protecting groups and their introduction and removal are described, for example, in 
■Protective Groups in Organic Chemistry", Plenum Press, London, New York 1973, 
and in "Methoden der organischen Chemie", Houben-Weyl, 4th edition. Vol. 15/1, 
Georg-Thieme-Veriag, Stuttgart 1974 and in Theodora W. Greene, "Protective Groups 
in Organic Synthesis", John Wiley & Sons, New York 1981 . It is a characteristic of 
protecting groups that they can be removed readily, i.e. without undesired secondary 
reactions taking place, for example by solvolysis, reduction, photolysis or also under 
physiological conditions. 

A protected amino group may be present, for example, in the form of a readily 
cleavable acytamino, arylmethylamino, etherified mercaptoamino or 2-acyl-iower alk- 
1-enyi-amino group. — - 

In such an acylamino group, acyl is, for example, the acyl radical of an organic 
carboxylic acid having, for example, up to 18 carbon atoms, especially an unsub- 
stituted or substituted, for example halo- or aryl-substituted, alkanecarboxylic acid 
or an unsubstituted or substituted, for example halo-, lower alkoxy- or nitro- 
substituted, benzoic acid, or of a carbonic add semiester. Such acyl groups are, 
for example, lower alkanoyl, such as formyl, acetyl or propionyl, halo-lower 
alkanoyl, such as 2-haloacetyl, especially 2-chloro-, 2-bromo-, 2-iodo-, 2,2,2-tri- 
fluoro- or 2,2,2-trichloro-acetyl, unsubstituted or substituted, for example halo-, 
lower alkoxy- or nitro-substltuted, benzoyl, for example benzoyl, 4-chlorobenzoyl, 
4-methoxybenzoyl or 4-nitrobenzoyl, or lower alkoxycarbonyl that is branched in 
the 1 -position of the lower alkyl radical or suitably substituted in the 1- or 2- 
position, especially tert-lower alkoxycarbonyl, for example tert-butoxycarbonyi, 
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arylmethoxycarbonyl having one or two aryJ radicals which are preferably phenyl 
that is unsubstituted or mono- or poly-substituted, for example, by lower alkyl, 
especially tert-lower alkyl, such as tert-butyl, lower alkoxy, such as methoxy, 
hydroxy, halogen, for example chlorine, and/or by nitro, such as unsubstituted or 
substituted benzyloxycarbonyl, for example 4-nitrobenzyloxycarbonyl. or 
substituted diphenylmethoxycarbonyl. for example benzhydryloxycarbonyl or 
di(4-methoxyphenyl)methoxycarbonyl, aroylmethoxycarbonyl wherein the aroyl 
group is preferably benzoyl that is unsubstituted or substituted, for example, by 
halogen, such as bromine, for example phenacyloxycarbonyl, 2-halo-lower alkoxy 
cartoonyf, for example 2,2,2-trichloroethoxycarbonyl, 2-bromoethoxyca*onyt or 
2-k>doethoxycart>onyl, or 2-(tri-substituted S ilyl)-ethoxycarbonyl wherein the 
substituents are each independently of the others an unsubstituted or substituted, 
for example lower alkyl-, lower alkoxy-, aryl-, halo- or nitro-substituted. aliphatic, 
araliphatic, cycloaliphatic or aromatic hydrocarbon radical having up to 15 carbon 
atoms, such as corresponding, unsubstituted or substituted lower alkyl, phenyl- 
lower alkyl, cydoalkyl or phenyl, for example 2-tri-lower alkylsttyt-ethoxycarbonyt, 
such as 2-trimethylsilylethoxycaitoonyl or 2-(di-n-butyl-methyl-silyI)- 
ethoxycarbonyl. or 2-triarylsilylethoxycarbonyl, such as 2- 
triphenyisilylethoxycarbonyl. 

In an arylmethylamino group, which is a mono-, di- or especially tri-aiylmethyl- - 
amino group, the aryl radicals are especially unsubstituted or substituted phenyl 
radicals. Such groups are, for example, benzyl-, diphenylmethyl- and especially 
trityl-amino. 

An etherified mercapto group in an amino group protected by such a radical is 
especially arylthio or aryl-lower alkylthio, wherein aryl is, especially, phenyl that is 
unsubstituted or substituted, for example, by lower alkyl, such as methyl or tert- 
butyl, lower alkoxy, such as methoxy, halogen, such as chlorine, and/or by nltro. 
A corresponding amino-protecting group is, for example, 4-nitrophenylthio. 

In a 2-acyMower alk-1-en-1-yl radical that can be used as an amino-protecting 
group, acyl Is, for example, the corresponding radical of a lower alkanecarboxylic 
acid, of a benzoic add that Is unsubstituted or substituted, for example, by lower 
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alkyl, such as methyl or tert-butyl, lower alkoxy, such as methoxy, halogen, such 
as chlorine, and/or by nitro, or especially of a carbonic acid semiester, such as a 
carbonic acid tower alkyl semiester. Corresponding protecting groups are 
especially 1 -lower alkanoy!-prop-1-en-2-yl, such as 1-acetyl-prop-1-en-2-yl, or 
1 -lower alkoxycarbonyl-prop-1-en-2-yl, for example 1 -ethoxycarbonyl-prop-1 -en- 
2-yl. 

Preferred amino-protecting groups are acyl radicals of carbonic acid semiesters, 
especially tert-butyloxycarbonyl, benzyloxycarbonyl that is unsubstituted or 
substituted, for example as indicated, for example 4-nitro-benzyloxycarbonyl, or 
diphenylmethoxycarbonyl, or 2-halo*k>wer alkoxycarbonyl, such as 2,2,2- 
trichloroethoxycarbonyl, also trityl or formyl. 

The reaction between the derivative of formula II and the amine of formula III takes 
place in suitable inert polar solvents, especially alcohols, for example lower alkanols, 
such as methanol, propanol, isopropanol or especially ethanol or n-butanol. In some 
cases the addition of a solubiiiser, such as 1 ,3-dimethyl-3,4,5 f 6-tetrahydro-2(1H)- 
pyrimidinone (DMPU), is advantageous. The reaction takes place at elevated 
temperatures, for example in a temperature range of from 70 to 150°C, preferably 
und&r reflux conditions. s , ^ w _ _ 

If Z in the compound of formula II is 1-aryl-lower alkyl, that radical is removed from the 
resulting precursor of the compound of formula I (with Z instead of the hydrogen atom 
at the nitrogen). That is effected, for example, by treatment with protonic acids, such 
as hydrochloric acid, phosphoric acids or polyphosphoric acid, at preferred tempera- 
tures of from 20°C to 150°C and where appropriate in the presence of water (that is 
especially the preferred method for Z = 1-phenylethyl); or preferably by treatment with 
Lewis acids, especially AICI 3 , in an aromatic solvent, especially in benzene and/or 
toluene, at elevated temperature, especially under reflux [that Is especially the 
preferred variant for Z = benzyl; see also the analogous process in Chem. Pharm. 
Bull. 39(5). 1152 (1991)). 
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The removal of the protecting groups that are not constituents of the desired end 
product of formula I is effected in a manner known perse, for example by means of 
solvolysis, especially hydrolysis, alcoholysis or acidolysis, or by means of reduction, 
especially hydrogenolysis or chemical reduction, where appropriate step-wise or 
simultaneously. 

A protected amino group is freed in a manner known perse and, according to the 
nature of the protecting groups, in various ways, preferably by solvolysis or 
reduction. 2-Halo-lower alkoxycarbonylamino (where appropriate after conversion 
of a 2-bromo-lower alkoxycarbonylamino group Into a 2-iodo-lower 
alkoxycarfconylamino group), aroylmethoxycarbonylamino or 4- 
nitrobenzyloxycarbonylamino can be cleaved, for example, by treatment with a 
suitable chemical reducing agent, such as zinc in the presence of a suitable 
carboxyfic acid, such as aqueous acetic acid. Aroylmethoxycarbonylamino can be 
deaved also by treatment with a nucleophilic, preferably salt-forming, reagent, 
such as sodium thiophenolate, and 4-nitrobenzyloxycarbonylamino also by 
treatment with an alkali metal dithionite, for example sodium dithionrte. 
Unsubstituted or substituted diphenylmethoxycarbonylamino, terMower 
alkoxycarbonylamino or 2-trisubstituted silylethoxycarbonylaminb can be cleaved 
by treatment wtth a suitable acid, for example formic aeid ortriftueraacetic add* 
unsubstituted or substituted benzytoxycarbonylamlno can be cleaved, for 
example, by means of hydrogenolysis, i.e. by treatment with hydrogen in the 
presence of a suitable hydrogenation catalyst, such as a palladium catalyst; 
unsubstituted or substituted triarylmethyiamino or formytamino can be cleaved, 
for example, by treatment with an acid, such as a mineral acid, for example 
hydrochloric acid, or an organic acid, for example formic, acetic or trifluoroacetic 
acid, where appropriate in the presence of water; and an amino group protected 
by an organic silyl group can be freed, for example, by means of hydrolysis or 
alcoholysis. An amino group protected by 2-haloacetyl, for example 2- 
chloroacetyl, can be freed by treatment with thiourea in the presence of a base, 
or with a thiolate salt, such as an alkali metal thiolate, of thiourea, and 
subsequent solvolysis, such as alcoholysis or hydrolysis, of the resulting 
condensation product. An amino group protected by 2-substituted 
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silylethoxycarbonyl can be converted into the free amino group also by treatment 
with a salt of hydrofluoric acid that yields fluoride anions. 

Process b) 

1-Aryl-lower alkyl T in a compound of formula IV is especially 1 -phenylethyl and also 
benzyl. 

The compound of formula IV is in tautomeric equilibrium (lactam/lactim form), the 
lactam form (formula IV) presumably predominating. Formula IV is used to represent 
the two possible equilibrium forms. 

The lactim form has the formula IVa 




(IVa) 



whereijMhe radicals are as defined for compounds-of formula IV. . . ~ - ^ .~ 

The present invention relates likewise to the novel compounds of formulae IV and IVa. 

There is used as dehydrating agent especially a strong chemical dehydrating agent, 
especially phosphorus pentoxide (P4O10). 

Suitable as tertiary amine is especially ammonia substituted by three radicals selected 
independently of one another from alkyl, especially lower alkyl, such as methyl or 
ethyl, and cycloalkyl having from 3 to 7 carbon atoms, especially cyclohexyt, for 
example N f N-dimethyl-N-cyclohexylamine, N-ethy!-N,N-diisopropylamine or 
triethylamine, or, furthermore, also pyridine, N-methylmorpholine or 4- 
dimethylaminopyridine. 
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The reaction between the pyiroto-pyrimidinone of formula IV and the amine of formula 
III takes place at elevated temperature, for example at from 200 to 250°C. 

Process c) 

The reaction is carried out with the exclusion of moisture in a suitable inert solvent, for 
example a suitable ether, such as a cyclic ether, such as especially tetrahydrofuran, at 
elevated temperature, preferably under reflux. 

Process d> 

The reaction is carried out with the exclusion of moisture in a suitable inert solvent, for 
example a suitable halogenated hydrocarbon, such as especially methylene chloride, 
at temperatures of from approximately -20°C to +50°C. preferably with ice-cooling or 
at room temperature. 

Process e) 

The hydrogenation is carried out under elevated pressure or preferably under normal 
pressure in the presence of a suitable hydrogenation catalyst, such as especially 
Raney nickel, in an inert solvent or solvent mixture, such as especially a mixture of a 
suitable cyclic ether and a suitable lower alkanol, such as preferably a mixture of 
tetrahydrofuran and methanol, at temperatures of approximately from 0°C to +50°C, 
preferably at room temperature. 

Starting materials : 

The starting materials of formula II are novel and the present invention relates also 
thereto. They can be prepared by processes analogous to those described In German 
Offenlegungsschrift No. 28 18 676 (published 8th Nov. 1979) and German Offen- 
legungsschrtft No. 30 36 390 (published on 13th May 1982). 

The starting material of formula II wherein X is chlorine is obtained, for example, from 
a compound analogous: to formula II wherein X is hydroxy by reaction with phosphorus 
oxychloride (phosphoryl chloride, P(=0)CI 3 ) with the exclusion of moisture at the reflux 
temperature. If desired, the further reaction of the starting material of formula II thus 
obtained wherein X is chlorine can be carried out with an amine of formula III in the 
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same vessel, i.e. as a one-pot reaction. For that purpose, once the reaction with 
phosphorus oxychloride is complete, the reaction mixture from that reaction is 
concentrated to dryness by evaporation, made into a suspension with a suitable 
solvent, such as n-butanol, and reacted further with the amine of formula III. 

A compound analogous to formula II wherein X is hydroxy is obtained, for example, from a 
compound of formula V 




(V) 



wherein the symbols are as defined above, by reaction with formic acid which is 
preferably used in excess relative to the compound of formula V, for example in a 10 
to 30 molar excess, where appropriate in the presence of inert solvents, such as 
dimethylformamide, at elevated temperature, for example at temperatures of from 
80°C to the boiling temperature. 

Alternatively, a compound analogous to formula II wherein X is hydroxy and the remaining 
symbols are as defined above is obtained, for example, from a compound of formula VI 




(VI) 



wherein R, is lower alkyl. such as especially ethyl, and the remaining symbols are as 
defined above, by reaction with a large excess of formamide in a mixture of 
anhydrous dimethylformamide and formic acid. The reaction Is carried out at elevated 
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temperature, for example at from 100°C to 150°C, and preferably under a protecting 
gas. 

The present invention relates also to the novel starting materials of formulae V and VI. 

The 1 -(Zy2-amino-3-cyano-pyrroles of formula V used as intermediates can be prepared in 
good yields by methods that are known perse and have been published [see, for example, 
Roth, H J., and Eger, K., Arch. Pharmaz. 308, 179 (1975)]. For that purpose, for example, a 
compound of formula VII 



O 




(VII) 



is reacted first with an amine of the formula T-UH 2 to form a compound of formula VIII 



NH 




(VIII). 



which is then converted with malonic acid dinrtrile of the formula CH 2 (CN) 2 into the 
desired intermediate of formula V. In detail, the reaction with the amine Z V -NH 2 is 
carried out under customary condensation conditions, for example in the presence of 
catalytic amounts of a strong acid, for example hydrochloric acid or p-to!uenesulfonic 
acid, at elevated temperature (preferably at the boiling temperature) in a suitable 
solvent, for example benzene or toluene, with the removal of water, to form the 
respective a-amino ke^pne of formula VIII. The latter is not isolated but is immediately 
condensed with malonic acid dinitrile with heating and with further removal of water, if 
necessary with the addition of a small amount of a base, such as pfperidine, a 
compound of formula V being obtained. 
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The compounds of formula VI wherein R 2 is N-benzyl-pyridinium-2-yl and the remaining 
symbols are as defined above that are used as intermediates are obtained, for example, by 
reacting a compound of formula VI wherein R 2 is hydrogen and the remaining symbols are 
as defined above with N-benzyl-2-bromo-pyridinium bromide in a suitable solvent, such as a 
halogenated hydrocarbon, such as especially methylene chloride. The reaction is preferably 
carried out under a protective gas, in the dark and under anhydrous conditions at room 
temperature or elevated temperature, for example at from 20°C to 80°C, and in the 
presence of 2,6-dimethy4-pyridine (2,6-lutidine). The remaining compounds of formula VI are 
obtained, for example, by reacting a 2-amidino-acetic acid lower alkyl ester of formula IX 




wherein R4 is as defined above, with a 2-X-1-IVethan-1-one derivative of formula X 




wherein the symbols are as defined above. The leaving group X is preferably bromine. 
The 2-amidino-acetic acid lower alkyl ester of formula IX is freed from Its acid addition 
salt, such as especially its hydrochloride, before the start of the reaction with the aid 
of equinormal amounts of a base, such as especially sodium ethanolate, with ice- 
cooling. The reaction is carried out in a suitable solvent, such as especially a lower 
alkanol, such as preferably ethanol, at preferred temperatures of from 0°C to 50°C, 
especially at room temperature. 
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General process conditions: 

Free compounds of formula I having salt-forming properties that are obtainable 
according to the process can be converted into their salts in a manner known perse, 
for example by treatment with acids or suitable derivatives thereof, for example by the 
addition of the appropriate acid to the compound of formula I dissolved in a suitable 
solvent, for example an ether, such as a cyclic ether, especially dioxane or more 
especially tetrahydrofuran. 

Mixtures of isomers obtainable according to the invention can be separated into the 
individual isomers in a manner known perse; racemates can be separated, for 
example, by forming salts with optically pure salt-forming reagents and separating the 
mixture of diastereoisomers thus obtainable, for example by means of fractional 
crystallisation. 

The reactions described above can be carried out under reaction conditions known 
perse, in the absence or, customarily, the presence of solvents or diluents, preferably 
those that are Inert towards the reagents used and are solvents therefor, in the 
absence or presence of catalysts, condensation agents (for example phosphorus ~ 
pentoxide) or neutralising agents, for example bases, ^especially nitrogen bases7such- 
as triethylamine hydrochloride,Jepending orv4he fiatufe^of the reaction and/or-^f the 
reactants at reduced, normal or elevated temperature, for example in a temperature 
range of from approximately -80°C to approximately 200°C, preferably from 
approximately -20°C to approximately 150°C, for example at the boiling point of the 
solvent used, under atmospheric pressure or in a closed vessel, where appropriate 
under pressure, and/or in an inert atmosphere, for example under a nitrogen 
atmosphere. 

The specific reaction conditions given in each case are preferred. 

Solvents and diluents are, for example, water, alcohols, for example lower alkyl 
hydroxides, such as methanol, ethsnol, propanol or especially butanol, diols, such as 
ethylene glycol, triols, such as glycerol, or aryl alcohols, such as phenol, acid amides, 
for example carboxylic acid amides, such as dimethyfformamide, dimethylacetamide 



WO 97/02266 



-30- 



PCT/EP96/0272S 



or 1 f 3-dimethyl-3 l 4 f 5,6-tetrahydro-2(1H)-pyrimidinone (DMPU), carboxylic acids, 
especially formic acid or acetic acid, amides of inorganic acids, such as hexamethyl- 
phosphoric acid triamide, ethers, for example cyclic ethers, such as tetrahydrofuran or 
dioxane, or acyclic ethers, such as diethyl ether or ethylene glycol dimethyl ether, 
halogenated hydrocarbons, such as halo-lower alkanes, for example methylene 
chloride or chloroform, ketones, such as acetone, nitrites, such as acetonitrile, acid 
anhydrides, such as acetic anhydride, esters, such as ethyl acetate, bis- 
alkanesulfines, such as dimethyl sulfoxide, nitrogen-containing heterocyclic 
compounds, such as pyridine, hydrocarbons, for example lower alkanes, such as 
heptane, or aromatic compounds, such as benzene, toluene or xylene(s), or mixtures 
of those solvents, it being possible for the solvents suitable for the above-mentioned 
reactions to be selected in each case. 

Customary processes are used for working up the obtainable compounds of formula I 
or the salts thereof, for example sofvolysis of excess reagents; recrystallisation; 
chromatography, for example partition, ion or gel chromatography; partitioning 
between inorganic and organic solvent phases; single or multiple extraction, especially 
after acidifying or increasing the basicity or the salt content; drying over hygroscopic 
salts; digesting; filtering; washing; dissolving; concentrating by evaporation (if 
necessary in vacuo or under a high vacuum); distillation; crystallisation, for example of 
compounds obtained in oil form or from the mother liquor, inoculation with a crystal of 
the end product also being possible; or a combination of two or more of the mentioned 
working-up steps, which can also be used repeatedly, etc.. 

Starting materials and intermediates can be used in pure form, for example after 
working-up, as just mentioned, in partly purified form or also, for example, directly in 
the form of the crude product. 

In view of the close relationship between the compounds of formula I in free form and 
in the form of salts, hereinabove and hereinbelow any reference to the free 
compounds and their salts is to be understood as Including also the corresponding 
salts and free compounds, respectively, as appropriate and expedient, provided that 
the compounds contain salt-forming groups. 



WO 97/02266 



-31 - 



PCT/EW6/02728 > 



The compounds, including their salts, may also be obtained in the form of hydrates, or 
their crystals may include, for example, the solvent used for crystallisation. 

In the process of the present invention, the starting materials used are preferably 
those that lead to the novel compounds of formula I described at the beginning as 
being especially valuable. 

The invention relates also to those forms of the process according to which a compound 
obtainable as intermediate at any stage of the process is used as starting material and the 
remaining process steps are carried out or in which a starting material is formed under the 
reaction conditions or is used in the form of a derivative, for example a salt, thereof. 

The invention relates especially to a process for the preparation of a 7H-pyrrolo[2,3-d}- 
pyrimidine derivative of formula la. which falls within the scope of formula I 



and wherein 
n is from 1 to 3, 

R is hydrogen, halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, 
cartooxy. lower alkoxycartoonyl. carbamoyl, N-lower alkyl-carbamoyl, N.N-dMower 
alkyl-carbamoyt, cyano, amino, lower alkanoylamino, lower alkylamino, N,N-di-lower 
alkylamino or trifluoromethyl, it being possible when several radicals R are present in 
the molecule for those radicals to be identical or different, and 

a) Ri and R 2 are each independently of the other phenyl substituted by phenyl, amino, 
lower alkanoylamino, lower alkylamino, N.N-dMower alkylamino, hydroxy, lower 
alkanoyloxy. carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N.N- 
dMower alkyl-carbamoyl, cyano or by nitro; hydrogen; unsubstituted or halo- or lower 




1 



(la) 
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alkyl-substituted pyridyl; N-benzyl-pyridinium-2-yl; naphthyl; cyano; carboxy; lower 
alkoxycarbonyl; carbamoyl; N-lower alkyl-carbamoyi; N,N-dMower alkyl-carbamoyi; 
formyl; lower alkanoyl; lower alkenyl; lower alkenyloxy; or lower alkyl substituted by 
halogen, amino, lower alkylamino, piperazino, dHower alkylamino, hydroxy, lower 
alkoxy, cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-iower alkyl-carbamoyi. 
N,N-dMower alkyl-carbamoyt, me reap to or by a radical of the formula R3-S(0) m - 
wherein R 3 is lower alkyl and m is 0, 1 or 2, or 

b) one of the radicals Ri and R 2 is unsubstituted lower alkyl or unsubstituted phenyl 
and the other of the radicals R t and R 2 has one of the meanings given above in 
paragraph a) with the exception of hydrogen, or 

c) Ri and R 2 together are C4-C10-1 ,4-alkadienylene that is unsubstituted or substituted 
by amino, lower alkanoylamino, lower alkylamino, N,N-di-lower alkylamino, nitro, 
halogen, hydroxy, lower alkoxy, lower alkanoyloxy, carboxy, lower alkoxycarbonyl, 
carbamoyl, N-lower alkyl-carbamoyi, N,N-dMower alkyl-carbamoyi or by cyano, or are 
aza-1 ,4-alkadienylene having up to 9 carbon atoms, 

or a salt thereof, 
which comprises 

a) reacting a pyrrolo[2,3-d]pyrimidine derivative of formula II 




(«) 



wherein X is a suitable leaving group, Z is hydrogen or 1-aryMower alkyl and the remaining 
substituents are as defined above for compounds of formula la, any free functional groups 
present in the radicals Ri and R 2 being protected if necessary by readily removable 
protecting groups, with an aniline derivative of formula Ilia 
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(IHa) 



wherein R and n are as defined above for compounds of formula la, any free 
functional groups present in the radical R being protected if necessary by readily 
removable protecting groups, and removing any protecting groups that are present 
and, where it is present, the 1-aryHower alkyl radical Z, or 

b) reacting with a phenylamine of formula Ilia above, In the presence of a dehydrating agent 
and a tertiary amine, a pyrrolo[2,3-dJpyrimidin-4-one derivative of formula IV 




wherein Z' is 1-aryHower alkyl and R t and R 2 are as defined above for compounds of 
formula la, any free functional groups present in the radicals R, and R 2 being 
protected if necessary by readily removable protecting groups, and removing any 
protecting groups that are present, or 

c) for the preparation of a compound of formula la wherein Ri is dimethytamino-methyl 
and the remaining substituents are as defined above for compounds of formula la, 
reacting with N,N-dimethyl-methyleneimmon»um iodide a compound corresponding to 
formula la wherein R n is hydrogen and the remaining substituents are as defined 
above for compounds ci formula la, any free functional groups present in the radicals 
Ri and R 2 being protected if necessary by readily removable protecting groups, and 
removing any protecting groups that are present, or 
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d) for the preparation of a compound of formula la wherein at least one of the radicals 
R, R t and R 2 is hydroxy-substituted phenyl and the remaining substituents are as 
defined above for compounds of formula la, reacting with boron tribromide a 
compound corresponding to formula la wherein at least one of the radicals R, R1 and 
R 2 is methoxy-substituted phenyl and the remaining substituents are as defined above 
for compounds of formula la, any free functional groups present in the radicals R, Ri 
and R 2 being protected if necessary by readily removable protecting groups, and 
removing any protecting groups that are present or 

e) for the preparation of a compound of formula la wherein at least one of the radicals 
R, Ri and R 2 is amino-substituted phenyl and the remaining substituents are as 
defined above for compounds of formula la. subjecting to catalytic hydrogenation a 
compound corresponding to formula la wherein at least one of the radicals R, R, and 
R 2 is nitro-substituted phenyl and the remaining substituents are as defined above for 
compounds of formula la, any free functional groups present in the radicals R, R t and 
R 2 being protected if necessary by readily removable protecting groups, and removing 
any protecting groups that are present, 

and after carrying out one of process variants a) to e), if necessary for the preparation 
of a salt, converting a resulting free compound of formula la into£ salt or, if nece^gary 
for the preparation of a free compound, converting a resulting salt of a compound of 
formula la into the free compound. 

The invention relates also to a pynrolo[2 ( 3-d]pyrimidine derivative of formula Ila 




wherein X 1 is hydroxy or a suitable leaving group, 



WO 97/02266 



-35- 



PCT/EP96/02723* 



Z is hydrogen or 1-aryl-lower alkyl, 

R, is hydrogen or lower alkyl that is unsubstituted or substituted by di-lower alkylamino, and 
R 2 is 

a) phenyl substituted by carbamoyl-methoxy, carboxy-methoxy, benzyloxycarbonyl- 
methoxy, lower alkoxy carbonyl-methoxy, phenyl, amino, lower alkanoylamino, lower 
alkylamino, N,N-di-lower alkylamino, hydroxy, lower alkanoyloxy, carfooxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N.N-di-lower alkyl-carbamoyl, 
cyano or by nitro; 

b) unsubstituted or halo- or lower alkyl-substituted pyridyt; 

c) N-benzyl-pyridinium-2-yl; naphthyl; cyano; carboxy; lower alkoxycarbonyl; 
carbamoyl; N-lower alkyl-carbamoyl; N,N-dHower alkyl-carbamoyl; N-benzyl- 
carbamoyl; formyl; lower alkanoyl; lower alkenyl; lower alkenyloxy; or 

d) lower alkyl substituted by 

a) halogen, amino, lower alkylamino, piperazino, di-lower alkylamino, 
0) phenylamino that is unsubstituted or substituted in the phenyl rnoiety by halogen, 
lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower alkoxycarbonyl, 
carbamoyl, N-lower alkyl-carbamoyl, N,N-di-k>wer alkyl-carbamoyl, cyano, amino, 
lower alkanoyiamino, lower alkylamino, N,N-di-lower alkylamino or by trifluoromethyl, 
Y) hydroxy, lower alkoxy, cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower 
alkyl-carbamoyl, N,N-di-lower alkyl-caibamoyt;-?nercapto or ~~ 
6) by a radical of the formula R3-S(0) m - wherein R 3 is lower alkyl and m is 0, 1 or 2, 
a 4-keto derivative that is a tautomer of a compound of formula II wherein X' is 
hydroxy, 

or a salt of such a compound. 

The invention relates also to pyrrolo[2,3-d]pyrimldine derivatives of formula Ha 




(Ila) 
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wherein X 1 is hydroxy or a leaving group, 
Z is hydrogen or 1-aryl-lower alkyl, and 

a) R t and R 2 are each independently of the other phenyl substituted by caibamoyl- 
methoxy, carboxy-methoxy, benzyloxycarbonyl-rnethoxy, lower alkoxycarbonyl- 
methoxy, phenyl, amino, lower alkanoylamino, lower alkylamino, N,N-di-lower 
alkylamino. hydroxy, lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N- 
tower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, cyano or by nitro; hydrogen; 
unsubstituted or halo- or lower alkyl-substituted pyridyl; N-benzyl-pyridinium-2-yl; 
naphthyi; cyano; carboxy; lower alkoxycarbonyl; carbamoyl; N-lower alkyl-carbamoyl; 
N,N-dl-lower alkyl-carbamoyl; N-benzyl-carbamoyl; formyl; lower alkanoyl; lower 
alkenyl; lower alkenyloxy; or lower alkyl substituted by halogen, amino, lower 
alkylamino, piperazino, di-lower alkylamino. phenylamino that is unsubstituted or 
substituted In the phenyl moiety by halogen, lower alkyl. hydroxy, lower alkanoyloxy, 
lower alkoxy, carboxy. lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, 
N.N-dMower alkyl-carbamoyl, cyano, amino, lower alkanoylamino, lower alkylamino, 
N,N-dMower alkylamino or by trifluoromethyl. hydroxy, lower alkoxy, cyano, carboxy, 
lower alkoxycarbonyl, carbamoyl. N-lower alkyl-carbamoyl, N.N-dHower alkyl- 
carbamoyl, mercapto or by a radical of the formula R3-S(0) m - wherein R 3 is lower alkyl 
and m is 0, 1 or 2, or _ ^ _ r ^ 

b) one of "the radicals R t and R 2 is unsubstituted lower alkyl or unsubstituted phenyl 
and the other of the radicals Ri and R 2 has one of the meanings given above in 
paragraph a) with the exception of hydrogen, or 

c) R, and R 2 together are C 4 -C 10 -1 ,4-alkadienylene that is unsubstituted or substituted 
by amino, lower alkanoylamino, lower alkylamino, N,N-di-lower alkylamino, nitro, 
halogen, hydroxy, lower alkoxy, lower alkanoyloxy, carboxy, lower alkoxycarbonyl, 
carbamoyl, N-lower alkyl-carbamoyl. N.N-dMower alkyl-carbamoyl or by cyano, or are 
aza-1 ,4-alkadienylene having up to 9 carbon atoms, 

and to the 4-keto derivatives that are tautomers of the compounds of formula lla 

wherein X* is hydroxy, 

and to salts of those compounds. 

The invention relates especially to pyrrolo[2,3-d]pyrimidine derivatives of formula lla 
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wherein X' is hydroxy or a leaving group, 
Z is hydrogen or 1-aryl-lower alkyl, and 

a) Ri and Ffe are each independently of the other phenyl substituted by phenyl, amino, 
lower alkanoylamino, lower alkylamino, N,N-dMower alkylamino, hydroxy, lower 
alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N- 
di-lower alkyl-carbamoyl, cyano or by nitro; hydrogen; unsubstituted or halo- or lower 
alkyl-substituted pyridyl; N-benzyl-pyridtnium-2-yl; naphthyl; cyano; carboxy; lower 
alkoxycarbonyl; carbamoyl; N-lower alkyl-carbamoyl; N,N-dMower alkyl-carbamoyl; 
formyl; lower alkanoyl; lower alkenyl; lower alkenyloxy; or lower alkyl substituted by 
halogen, amino, lower alkylamino, piperazino. dHower alkylamino, hydroxy, lower 
alkoxy, cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, 
N,N-di-lower alkyl-carbamoyl, mercapto or by a radical of the formula R3-S(0) m - 
wherein R3 is lower alkyl and m is 0, 1 or 2, or 

b) one of the radicals Ri and R 2 is unsubstituted lower alkyl or unsubstituted phenyl 
and the other of the radicals Ri and R 2 has one of the meanings given above in 
paragraph a) with the exception of hydrogen, or 

c) Ri and R 2 together are C 4 -C t0 -1 ,4-alkadienylene that is unsubstituted or substituted 
by amino, lower alkanoylamino, lower alkylamino, N,N-di-lower alkylamino, nltro, 
halogen, hydroxy, lower alkoxy, lower alkanoyloxy, carboxy, lower alkoxy carbonylr 
carbamoyl. N-lower alkyl-carbamoyl, N,Nrdyower3iMrcarbam 

aza-1 ,4-alkadienylene having up to 9 carbon atoms, - 

and to the 4-keto derivatives that are tautomers of the compounds of formula lla 

wherein X* is hydroxy, 

and to salts of those compounds. 

The compounds of formula lla and the 4-keto derivatives that are tautomers of the 
compounds of formula lla wherein X' is hydroxy can be used as starting materials of 
the formulae II, IV and IVa shown above and are prepared analogously to those 
starting materials. 

The invention relates also to pyrrole derivatives of formula XI 
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Z 

(XI) 

wherein Z is hydrogen or 1-aryt-lower alky!. 

a) Ri is hydrogen or lower alkyl that is unsubstituted or substituted by di-lower alkylamino, 
and 

R 2 is 7 

a) phenyl substituted by carbamoyl-methoxy, carboxy-methoxy, benzyloxycarbonyl- 
methoxy, lower alkoxycarbonyl-methoxy, phenyl, amino, lower alkanoylamino, lower 
alkylamino, N,N-dMower alkylamino; hydroxy, lower alkanoyloxy, carboxy, lower 
alkoxycarbonyl, caibamoyl, N-lower alkyl-carbamoyl, N.N-dMower alkyl-carbamoyl, 
cyano or by nitro; 

p) unsubstituted or halo- or lower alkyl-substituted pyridyl; 
y) N-benzyl-pyridinium-2-yi; naphthyl; cyano; carboxy; carbamoyl; N-lower alkyl- 
carbamoyl; N, N-di-lower alkyl-carbamoyl; N-benzyl-carbamoyl; formyl; lower alkanoyl; 
lower alkenyl; lower alkenyloxy; or 
S) lower alkyl substituted by — '* te * r r ^ 
5a) halogen, amino, lower alkylamino, piperazino, di-lower alkylamino, 
5p) phenylamino that is unsubstituted or substituted in the phenyl moiety by halogen, 
lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower alkoxycarbonyl, 
carbamoyl, N-lower alkyl-carbamoyl, N.N-dMower alkyl-carbamoyl, cyano, amino, 
lower alkanoylamino, lower alkylamino, N, N-di-lower alkylamino or by trifluoromethyl, 
5y) hydroxy, lower alkoxy, cyano, carboxy, carbamoyl, N-lower alkyl-carbamoyl, N.N- 
dMower alkyl-carbamoyl, or 

58) by a radical of the formula R 3 -S(0) m - wherein R 3 is lower alkyl and m is 0, 1 or 2, 
or 

b) Ri and R 2 together are aza-1 ,4-alkadienylene having up to 9 carbon atoms, and 
R 5 is cyano or lower alkoxycarbonyl, 

and to salts of such compounds. 
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The invention relates especially to pyrrole derivatives of formula XI 
wherein Z is hydrogen or 1-aryl-lower alkyl, 

a) Ri and R 2 are each independently of the other phenyl substituted by phenyl, amino, 
lower alkanoylamino, lower alkylamino, N.IM-dMower alkylamino, hydroxy, lower 
alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl -carbamoyl, N,N- 
di-lower alkyl-carbamoyl, cyano or by nltro; hydrogen; unsubstituted or halo- or lower 
alkyl-substituted pyridyl; N-benzyl-pyridinium-2-yl; naphthyl; cyano; carboxy; lower 
alkoxycarbonyl; carbamoyl; N-lower alkyl-carbamoyl; N,N-dHower alkyl-carbamoyt; 
forrnyl; lower alkanoyl; lower alkenyl; lower alkenyloxy; or lower alkyl substituted by 
halogen, amino, lower alkylamino, piperazino, di-lower alkylamino, hydroxy, lower 
alkoxy, cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-k>wer alkyl-carbamoyl, 
N;N-di-lower alkyl-carbamoyl, mercapto or by a radical of the formula Rr-S(0) m - 
wherein R$ is lower alkyl and m is 0, 1 or 2, or 

b) one of the radicals R, and R 2 is unsubstituted lower alkyl or unsubstituted phenyl 
and the other of the radicals R f and R 2 has one of the meanings given above In 
paragraph a) with the exception of hydrogen, or 

c) Rt and R 2 together are C4-C10-1 .4-alkadienylene that is unsubstituted or substituted 
by amino, lower alkanoylamino, lower alkylamino, N,IM-dMower alkylamino, nitro, 
halogen v ^y_droxy, lower alkoxy, lower alkansyfoxy, carboxy, low^fr alkoxycarbonyl. 
carbamoyl, N-tower alkyl-carbamoyl, N,N-dUower alkytearbamoyt or by cyano, or are 
aza-1 ,4-alkadieinylene having up to 9 carbon atoms, 

R 5 is cyano or lower alkoxycarbonyl, 
and to salts of those compounds. 

The pyrrole derivatives of formula XI can be used as starting materials of formulae V 
and VI shown above and are prepared analogously to those starting materials. 

The invention relates also to intermediates of formulae Ha and XI wherein the 
substituents are so defined that the compounds of formula I according to claim 1 are 
obtained. 
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Pharmaceutical compositions, the preparation thereof and the use according to the 
invention of the compounds of formula I and of compositions comprising those 
compounds as active ingredient 

The present invention relates also to pharmaceutical compositions that comprise one of the 
compounds of formula I as active ingredient and that can be used especially in the treat- 
ment of the diseases mentioned at the beginning. Compositions for enteral administration, 
such as nasal, buccal, rectal or, especially, oral administration, and for parenteral adminis- 
tration, such as intravenous, intramuscular or subcutaneous administration, to warm- 
blooded animals, especially humans, are especially preferred. The compositions comprise 
the active ingredient on its own or, preferably, together with a pharmaceutical^ acceptable 
carrier. The dosage of the active ingredient depends upon the disease to be treated and 
upon the species, its age, weight and individual condition, the individual pharmacokinetic 
data, the disease to be treated and also upon the mode of administration. - 

The invention relates also to pharmaceutical compositions for use in a method for the 
therapeutic treatment of the human or animal body, to a process for the preparation 
thereof (especially in the form of compositions for the treatment of tumours) and to a 
method of treating tumour diseases, especially those mentioned above. 

Preference is given to a pharmaceutic alxg mposition that is^uitabte jpr administratis ^ ■ 
to a warm-blooded animal, especially a human, suffering from a disease that is 
responsive to the inhibition of a protein kinase, for example psoriasis or a tumour, 
comprising a compound of formula I, or a salt thereof when salt-forming groups are - 
present, in an amount effective in the inhibition of protein kinase, together with at least 
one pharmaceutically acceptable carrier. 

The pharmaceutical compositions comprise from approximately 1 % to approximately 95 % 
active ingredient, dosage forms in single dose form preferably comprising from 
approximately 20 % to approximately 90 % active ingredient and dosage forms that are not 
in single dose form preferably comprising from approximately 5 % to approximately 20 % 

i 

active ingredient Unit dose forms are, for example, dragdes, tablets, ampoules, vials, 
suppositories or capsules. Other forms of administration are, for example, ointments, 
creams, pastes, foams, tinctures, lipsticks, drops, sprays, dispersions, etc.. Examples are 
capsules, comprising from approximately 0.05 g to approximately 1 .0 g of active ingredient. 
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The pharmaceutical compositions of the present invention are prepared in a manner 
known perse, for example by means of conventional mixing, granulating, confection- 
ing, dissolving or lyophilising processes. 

Preference is given to the use of solutions of the active ingredient, and also 
suspensions or dispersions, especially isotonic aqueous solutions, dispersions or 
suspensions which, for example in the case of lyophilised compositions which 
comprise the active ingredient on its own or together with a carrier, for example 
mannitol, can be made up before use. The pharmaceutical compositions may be 
sterilised and/or may comprise excipients, for example preservatives, stabilisers, 
wetting agents and/or emulsifiers. solubilisers, salts for regulating the osmotic 
pressure and/or buffers and are prepared in a manner known perse, for example by 
means of conventional dissolving and lyophilising processes. The solutions or 
suspensions mentioned may comprise viscosity-increasing substances, such as 
sodium carboxymethylcellulose, carboxymethytcellulose, dextran, polyvinylpyrrolidone 
or gelatin. 

Suspensions in oil comprise as the oil component the vegetable, synthetic or ~~ : 

semisynthetic oils customary for injection purpm&gr^hgrGZnay b€ mentioned as ~ * * fc - E — rjr 

such especially liquid fatty acid esters that contain as the acid component a long- "*" — 

chained fatty acid having from 8 to 22, especially from 12 to 22, carbon atoms, for 

example lauric acid, tridecyiic acid, myristfcracld, pehtadecylic acid, palmitic acid, 

margaric acid, stearic acid, arachidic acid, behenic acid or corresponding 

unsaturated acids, for example oleic acid, elaidic acid, eructc acid, brassidtc acid 

or linoleic acid, if desired with the addition of antioxidants, for example vitamin E, 

P-carotene or 3,5-di-tert-butyl-4-hydroxytoluene. The alcohol component of those 

fatty acid esters has a maximum of 6 carbon atoms and is a mono- or poly-hydric, 

for example a mono-, di- or tri-hydric, alcohol, for example methanol, ethanol, 

propanol, butanol or pentanol or the isomers thereof, but especially glycol and 

glycerol. The following examples of fatty acid esters are therefore to be 

mentioned: ethyl oleate, isopropyl myristate, tsopropyl palmitate, "Labrafil M 

2375" (potyoxyethylene glycerol trioleate, Gattefoss6, Paris), "Labrafil M 1944 
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CS W (unsaturated polyglycolised glycerides prepared by alcoholysis of apricot 
kernel oil and consisting of glycerides and polyethylene glycol ester; Gattefoss6, 
France), "Labrasot* (saturated polyglycolised glycerides prepared by alcoholysis 
of TCM and consisting of glycerides and polyethylene glycol ester f Gattefosse, 
France) and/or "Miglyol 812" (triglyceride of saturated fatty acids with a chain 
length of C e to C 12 . Huls AG. Germany), but especially vegetable oils, such as 
cottonseed oil, almond oil, olive oil, castor oil, sesame oil, soybean oil and more 
especially groundnut oil. 

The injection compositions are prepared in customary manner under sterile 
conditions; the same applies also to introducing the compositions into ampoules 
or vials and sealing the containers. 

Pharmaceutical compositions for oral administration can be obtained, for example, by 
combining the active ingredient with one or more solid carriers, if desired granulating a 
resulting mixture, and processing the mixture or granules, if desired or necessary, by 
the addition of additional excipients, to form tablets or dragde cores. 

Suitable carriers are especially fitters, such as sugars, for example lactose, 
saccharose, roanoitol ^sorbitol, cellulose preparations and/or caddum,^ - - . 

phosphates, for example tri calcium phosphate or calcium hydrogen phosphate, 
and also binders, such as starches, for example com, wheat, rice or potato 
starch, methylceilulose, hydroxypropylmethylcellulose, sodium 
carboxymethylcellulose and/or polyvinylpyrrolidone, and/or, if desired, 
disintegrators, such as the above-mentioned starches, also carboxymethyl starch, 
crosslinked polyvinylpyrrolidone, alginic acid or a salt thereof, such as sodium 
alginate. Additional excipients are especially flow conditioners and lubricants, for 
example silicic add, talc, stearic acid or salts thereof, such as magnesium or 
calcium stearate, and/or polyethylene glycol, or derivatives thereof. 

Drag6fc cores can be provided with suitable, optionally enteric, coatings, there 
being used, inter alia, concentrated sugar solutions which may comprise gum 
arabic, talc, polyvinylpyrrolidone, polyethylene glycol and/or titanium dioxide, or 
coating solutions in suitable organic solvents or solvent mixtures, or, for the 
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preparation of enteric coatings, solutions of suitable cellulose preparations, such 
as acetylcellulose phthalate or hydroxypropylmethylcellulose phthalate. Dyes or 
pigments may be added to the tablets or dragee coatings, for example for 
identification purposes or to indicate different doses of active ingredient. 

Orally administrate pharmaceutical compositions also include dry-filled capsules consisting 
of gelatin, and also soft, sealed capsules consisting of gelatin and a plasticiser, such as 
glycerol or sorbitol. The dry-filled capsules may contain the active ingredient in the form of 
granules, for example in admixture with fillers, such as com starch, binders and/or glidants, 
such as talc or magnesium stearate, and optionally stabilisers. In soft capsules, the active 
ingredient is preferably dissolved or suspended in suitable liquid excipients, such as fatty 
oils, paraffin oil or liquid polyethylene glycols or fatty acid esters of ethylene or propylene 
glycol, to which stabilisers and detergents, for example of the polyoxyethylene sorbitan fatty 
acid ester type, may also be added. 

Other oral dosage forms are, for example, syrups prepared In customary manner which 
comprise the active ingredient, for example, in suspended form and in a concentration of 
about 5 % to 20 %, preferably about 10 %, or in a similar concentration that provides a 
suitable single dose, for example, when administered in measures of 5 or 10 ml. Also 
suitable are, for example, powdered or liquidxoncentrates for thepreparatiorr of-shakes^or 
example in milk. Such concentrates may also be packaged irt single dose quantities. 

Suitable rectally administrate pharmaceutical compositions are, for example, suppositories 
that consist of a combination of the active ingredient and a suppository base. Suitable 
suppository bases are, for example, natural or synthetic triglycerides, paraffin hydrocarbons, 
polyethylene glycols or higher alkanols. 

For parenteral administration there are especially suitable aqueous solutions of an active 
ingredient in water-soluble form, for example in the form of a water-soluble salt, or aqueous 
injection suspensions that contain viscosity-increasing substances, for example sodium 
carboxymethylcellulose, sorbitol and/or dextran, and, if desired, stabilisers. The active 
ingredient, optionally together with excipients, can also be in the form of a lyophilisate and 
can be made into a solution prior to parenteral administration by the addition of suitable 
solvents. 
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Solutions such as are used, for example, for parenteral administration can also be 
employed as infusion solutions. 

Preferred preservatives are, for example, antioxidants, such as ascorbic acid, or 
microbicides, such as sorbic acid or benzoic acid. 

Ointments are oii-in-water emulsions that contain up to 70 %, but preferably from 20 % to 
50 %, water or aqueous phase. Suitable as fatty phase are especially hydrocarbons, for 
example petroleum jelly, paraffin oil or hard paraffins, which, in order to improve the water- 
binding capacity, preferably contain suitable hydroxy compounds, such as fatty alcohols or 
esters thereof, for example cetyl alcohol or wool wax alcohols, such as wool wax. 
Emulsifiers are corresponding lipophilic substances, such as sorbitan fatty acid esters 
(Spans), for example 6orbrtan oleate and/or sorbitan isostearate. Additives to the aqueous 
phase are, for example, humectants, such as polyalcohols, for example glycerol, propylene 
glycol, sorbitol and/or polyethylene glycol, and also preservatives and perfumes. 

Fatty ointments are anhydrous and contain as base especially hydrocarbons, for example 
paraffin, petroleum jelly or paraffin oil, also natural or partially synthetic fats, for example 
coconut fatty acidLtriglyceride, or pref^r^iyiiyrdened pHs. Jp^example hydropenated 
groundnut oil or castor oil, also fatty acid partial esters of glycerol, for example glycerol 
mono- and/or di-stearate, and also, for example, the fatty alcohols increasing the water- 
absorption, emulsifiers and/or additives mentioned in connection with the ointments. 

Creams are oil-in-water emulsions that contain more than 50 % water. As oily base there 
are used especially fatty alcohols, for example lauryl, cetyl or stearyl alcohol, fatty acids, for 
example palmitic or stearic acid, liquid to solid waxes, for example isopropyl myristate, wool 
wax or beeswax, and/or hydrocarbons, for example petroleum jelly (petrolatum) or paraffin 
oil. Suitable emulsifiers are surface-active substances having predominantly hydrophilic 
properties, such as corresponding non-ionic emulsifiers, for example fatty acid esters of 
polyalcohols or ethylene oxide adducts thereof, such as polyglycerol fatty acid esters or 
polyoxyethylene sorbitan fatty acid esters (Tweens), and also polyoxyethylene fatty alcohol 
ethers or fatty add esters, or corresponding ionic emulsifiers, such as alkali metal salts of 
fatty alcohol sulfates, for example sodium lauryl sulfate, sodium cetyl sulfate or sodium 
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stearyl sulfate, which are usually used in the presence of fatty alcohols, for example cetyl 
alcohol or stearyl alcohol. Additives to the aqueous phase are, inter alia, agents that reduce 
the drying out of the creams, for example polyalcohols, such as glycerol, sorbitol, propylene 
glycol and/or polyethylene glycols, and also preservatives and perfumes. 

Pastes are creams and ointments having secretion-absorbing powder constituents, such as 
metal oxides, for example titanium oxide or zinc oxide, also talcum and/or aluminium 
silicates, the purpose of which is to bind any moisture or secretions present. 

Foams are administered from pressurised containers and are liquid oil-in-water emulsions in 
aerosol form; halogenated hydrocarbons, such as chlorofluoro-lower alkanes, for example 
dichlorodifluoromethane and dichlorotetrafluoroethane, or preferably non-halogenated 
gaseous hydrocarbons, air, N 2 0 or carbon dioxide, are used as propellent gases. As oil 
phase there are used, inter alia, those used above in the case of ointments and creams; the 
additives mentioned in that connection are also used. 

Tinctures and solutions generally have an aqueous-ethanolic base to which there are 
added, inter alia, polyaicohols, for example glycerol; glycols and/or polyethylene glycol, as 
humectants for reducing evaporation, and fat-restoring-substances, such as fatty acid 
esters with low-molecular weight polyethylene glycols, thatis4<xsay lipophilicrsubstances 
that are soluble in the aqueous mixture, as a replacement forthe fatty substances removed 
from the skin by the ethanol, and, if necessary, other adjuncts and additives. 

The invention relates also to a process or a method of treating the above-mentioned path- 
ological conditions, especially those conditions responsive to the inhibition of protein 
kinases. The compounds of formula I can be administered as such or in the form of 
pharmaceutical compositions, prophyiactically or therapeutically, preferably in an amount 
effective against the said diseases, to a warm-blooded animal, for example a human, 
requiring such treatment, the compounds especially being used in the form of 
pharmaceutical compositions. In the case of an individual having a body weight of about 
70 kg the daily dose administered is from approximately 0.1 g to approximately 5 g, 
preferably from approximately 0.5 g to approximately 2 g, of a compound of the present 
invention. 
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The following Examples serve to illustrate the invention without limiting the scope 
thereof. 

The short forms and abbreviations used have the following definitions: 

fi MP ptg (gradients): 
HPLC gradients: 

Grada. 20 % -> 1 00 % a) in b) for 20 min. 

Eluant a): acetonitrile + 0.05 % TFA; eluant b): water + 0.05 % TFA. Column (250 x 4.6 mm) 
filled with reversed-phase material CB-Nudeosif (5 urn average particle size, silica gel 
covalently derivatised with octadecylsllanes. Macherey & Nagel, Duren, Germany). 
Detection by UV absorption at 254 nm. The retention times (tR et ) are given in minutes. 
Row rate: 1 ml/min. 



Abbreviations 


abs. 


absolute (anhydrous) 


brine 


saturated sodium chloride solution 


DEPC 


diethyl pyrocarbonate"(dicarbonic acid diethyl ester) 


DMF 


dimethyliormamide ----- ^ 


DMPU 


1,3Klimethy1-3 f 4 f 5 f 6-tetrahydro-2(1H)-pyrimidinone^ 


DMSO 


dimethyl sulfoxide 


EI-MS 


electron impact ionisation mass spectroscopy 


FAB-MS 


fast atom bombardment mass spectroscopy 


HPLC 


high-pressure liquid chromatography 


HV 


high vacuum 


min 


minute(s) 


m.p. 


melting point 


MS 


mass spectroscopy 


RT 


room temperature 


TFA 


trifluoroacetic acid 


THF 


tetrahydrofuran 


TLC 


thin-layer chromatogram 
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TLOR, 



R f value according to thin-layer chromatography 

0(1 ,2-dihydro-2-oxo-1 -pyridyl)-N,N,N\NMetramethyluronium 

tetrafluoroborate 



TPTU 



Abbreviations used in data for NMR spectra 
b broad 



d 



doublet 



J 



m 



coupling constant 
multiplet 



t 



s 



q 



quartet 
singlet 
triplet 



Remarks: 

"Hexane" on its own denotes a mixture of the hexane isomers. "Butanof on its own denotes 
"n-butanol". 

Example 1: 4-0-Chloro-anHinoV64pvrid-2-vl>-7H-pvrrotor2 T 3-d1pvrimldine 
Under an argon atmosphere, 40 ml of DMPU are added to 6.53 g (28.3 mmol) of 4- 
ch!oro-6-{pyrid-2-yl)-7H-pyrrolo[2 f 3-d]pyrimidtne and 4.46 mH42^mmol) of3-chloro- 
aniline in 90 ml of n-butanol and the reaction mixture is stirred at 140°C for 12 hours. 
The dark-brown suspension is cooled and filtered. Further product can be obtained 
from the mother liquor by precipitation with 100 ml of water. Digestion with ethanolA 
THF yields the title compound; m.p. >300°C; *H-NMR (360 MHz, DMSO-de): 12.49 and 
9.66 (2s, 2H), 8.63 (d f J=5, 1H), 8.40 and 8.25 (2s. 2H), 7.91 (m, 2H) f 7.84 (d, J=8, 
1H) f 7.57 (s, 1H), 7.33 (m, 2H), 7.06 (d, J=8, 1H); HPLC: tfUGradao) = 10.1 min; MS: 
(M) 4 =321. 

The starting material is prepared as follows: 

Step 1.1: 2-(5-Amino^-ethoxvcarbonvl-1H>Pvrrol>2-vl>-N4>en2vl-pvridinium bromide 
Under an argon atmosphere, 658 mg (2.0 mmol) of N-benzyl-2-bromo-pyridinium 
bromide (for preparation see: J. Heterocyclic Chem. 28, 1083 (1991)) are introduced 
into 20 ml of abs. methylene chloride, and 308 mg (2.0 mmol) of 2-amino-pyrrole-3- 
carboxylic acid ethyl ester [for preparation see: J. Heterocyclic Chem. 23, 1555 
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(1986)] are added thereto. The reaction mixture is stirred for 2 days with the exclusion 
of light. Since the reaction is not complete, 232 pi (2 mmol) of 2,6-lutidine and a 
further 0.20 mmol of 2-amino-pyrrole-3-carboxylic acid ethyl ester are added. After a 
further 12 hours' stirring, the reaction mixture is concentrated by evaporation and the 
residue is digested in isopropanol. Filtering, washing with hexane and drying yield the 
title compound which, according to its 'H-NMR spectrum, still contains approximately 
10 % N-benzyl-2-bromoi3yridinium bromide; 'H-NMR (300 MHz, DMSOde): 11.45 
(1H), 8.70 (d f J=7, 1H), 8.38 (t. J=7, 1H), 8.00 (d, J=7. 1H), 7.67 (t, J=7, 1H) t 7.42 (m. 
3H), 7.14 (d. J=7. 2H), 6.85 (d, J=3, 1H), 6.45 (sb, 2H), 5.91 (s, 2H). 4.13 (q f J=7 t 2H). 
1 .1 9 (t, J=7, 3H); FAB-MS: (M+H)* = 322. 

Step 1.2: 6-(Pvrid-2-vn-7H-ovrrolor2.3-dlDvrimidin>4-ol 

Under a protective gas, 27.07 g of 2-(5-amino-4-ethoxycarbonyl-1H-pyrrol-2-yI)-N- 
benzyl-pyridinium bromide in 195 ml of formamide are heated for 16 hours at 150°C 
with 97.6 ml of DMF (dried over 4A molecular sieve) and 48.8 ml of formic acid. Wher; 
the dark-brown reaction mixture is cooled in an ice-bath, the title compound 
crystallises and can be filtered off and washed with isopropanol and diethyl ether; 1 H- 
NMR (300 MHz, DMSO-de): 12.5 and 11.9 (2s, 2H), 8.60 (d, J=7, 1H). 8.05-7.8 (m, 
3H), 7.28 (dd, J,=7, Jz=9, 1 H), 7.2a (s, t H); FAB-MS: (M+H)* = 21 3. 

Step 1.3: 4>Chloro-6-fpvrid-2-vl>-7H-Pvrrolof2.3-dl Dvrimidine 

With the exclusion of moisture, 7,05 g (33.2 mmol) of 6-(pyric^2-yl)-7H-pyrroIo[2,3-d]- 
pyrimidin-4-of and 70 ml of phosphorus oxychloride are heated at boiling for 2 hours. 
The dark-brown suspension is concentrated by evaporation to a residual volume of 
20 ml. The residue is introduced in portions into water, neutralised with solid NaHCO a 
and 0.2 litre of ethyl acetate is added thereto. Filtering and washing with hot THF yield 
the title compound; 'H-NMR (300 MHz, DMSO-de): 13.2 (sb, 1H), 8.72 (d, J=7. 1H) f 
8.63 (s. 1H), 8.23 (d, J=11, 1H) t 7.97 (t. J=11, 1H) f 7.46 (dd, J t =7. J2=11, 1H), 7.35 (s, 
1H). Further product can be isolated from the filtrate and the THF washing solution, 
which is concentrated by evaporation, by partitioning between ethyl acetate/water and 
digesting in ethyl acetate/diethyi ether. 
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Example 2: 4^3'Chloro-anMfno>^(Pvrid«2-vl>"7W>Dvn'o lor2.3^]pvrimidine 
hydrochloride 

1 .48 g (4.6 mmol) of 4"(3-chloro-anilino)-6-(pyrid-2-yl)-7H-pyrrolo[2 ? 3-d]pyrimidine (see 
Example 1) are suspended in 1 15 ml of dioxane; with cooling, 46 ml of 0.1 N HCI 
solution (0.1 normal hydrochloric acid solution) are added and the reaction 
suspension is stirred at RT for 2.5 hours. The suspension is concentrated by 
evaporation and the residue is stirred in 400 ml of hot methanol and filtered. The 
filtrate is filtered while hot through activated carbon, concentrated by evaporation and 
digested in cold ethanol; m.p. 276-278°C; 'H-NMR (200 MHz, DMSO-de): 13.1 and 
10.7 (2s, 2H) f 6.71 (d f J=5. 1H), 8.45 and 8:08 (2s, 2H), 8.00 (m f 2H), 7.76 (d, J=8. 
1H). 7.68 (s, 1H), 7.50 (d, J=8, 1H). 7.42 (m, 1H), 7.27 (d f J=8, 1H). 



Example 3: 4^3-Chloro-anmno>-5-dimethvlaminomethvl-6-(pvrid-2-vl>-7H>pvrrolo> 
f2 f 3-dlpvrimidine 

With the exclusion of moisture. 60.1 mg (0.325 mmol) of N.N-dimethyl-methylene- 
immonium iodide (Fluka; Buchs/Switzerland) are added to 80.4 mg (0.25 mmol) of 4- 
(3-^loro-anilino)-6-(pyrid-2-yl)-7H-pyiTolo[2,3-dlpyrimidine (6ee Example 1) In 3 ml of 
abs. THF and the reaction mixture is boiled under refiux for 3 days. The reaction 
mixture is partitioned between ethyl acetate and saturated Na 2 C0 3 solution and the 
inorganic phase is separated off and extracted wittr2 portions of ethyl acetate. -The^~ 
organic phases are washed 3 times with water and once with brine, dried with MgS0 4 
and concentrated by evaporation. Digestion with ethyl acetate/diethyl ether yields the 
title compound; m.p. 247-251°C; 'H-NMR (300 MHz, DMSO-de): 12.8 and 12.2 (2s/ 
2H), 8.71 (m, 1H). 8.37 and 8.23 (2s, 2H), 7.93 (m. 1H). 7.80 (d, J=8, 1H), 7.47 (d, 
J=8, 1H), 7.37 (m, 2H). 7.03 (d, J=8, 1H), 4.18 (s, 2H) f 2.40 (s, 6H); MS: <M)* = 378. 

Example 4: 4^3^hloro^-fluoro-an»HnoV6^pvrid-2-vlV7H-PViTolor2,3-cnpvrlmldine 
Under a protective gas, 20 mg (0.09 mmol) of 6-(pyrid-2-yl)-7H-pyrrolo[2 f 3-d]pyrimidin- 
4-ol (see Step 1 .2) are heated at boiling with 1 ml of phosphorus oxychloride for 
30 min. The reaction mixture is concentrated to dryness by evaporation and made into 
a suspension In 1 ml of n-butanol. 16.4 mg (0.108 mmol) of 3-chloro-4-fluoro-aniltne 
are added and the suspension is boiled under reflux for 2 hours. The dark-brown 
suspension is then concentrated by evaporation and the residue is dissolved in 
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methanol. Silica gel is added and drying is carried out. The powder is applied to a 
silica gel column and elution is carried out with ethyl acetate, yielding the title 
compound; 1 H-NMR (400 MHz, DMSO-d 6 ): 12.5 (sb, HN), 9.64 (s, HN), 8.64 (d. J=5, 
1H), 8.38 (s f 1H), 8.35 (dd, Ji=7, J2=3, 1H), 7.92 (m, 2H), 7.83 (m, 1H), 7.53 (s, 1H), 
7.41 (t, J=9, 1H), 7.33 (m. 1H); HPLC: WGrad^) = 10.4 min; MS: (M)* = 339. 

Example 5: 443^hloro^n!lino)^methv1^pvrid-2^ 
ine and 4-f3-chloro-anlllno>^-methvl^N-benzrt 
dlpvrimidine bromide 

With the exclusion of air, 529 \x\ (5.0 mmol) of 3-chloro-aniline are added to approxi- 
mately 1.2 mmol of 4-chloro-5-methyl-6-(N-benzyl-pyridinium-^^ 
pyrimidine in 10 ml of isopropanol and the reaction mixture is boiled under reflux for 
3 hours. The reaction mixture is concentrated by evaporation and the residue is 
chromatographed over silica gel. Elution with methylene chloride/ethanoi (7:3) and 
methylene chloride/methano! (7:3) yields first 4-(3-chloro-anilino)-5-methyl-6-(pyrid-2- 
yl)-7H-pyrrolo[2,3-d]pyrimidine (A) and then 4-{3-chloro-anilino)-5-methyl-6^N-benzyl- 
pyridinium-2-yl)-7H-pyrrolo[2,3-d]pyrimidine bromide (B). A is also obtained by 
heating B. A: m.p. 251-252°C; 'H-NMR (200 MHz, DMSO-d 6 ): 12.75 and 9.25 (2sb), 
8.75 (d, J=5, 1H), 8.35 (s, 1H), 8.05-7.85(01^). 7.66 {d, J=8, 1H), 7.45 (m^ 2H), 
7.29 (d, J=8, 1H). 2.84 (s, 3H); FAB-MS: (M+H)* = 336. B: m.p : 171-172 c C (intense 
foaming); 'H-NMR (200 MHz, DMSO-de): 12.6*5 (sb). 9.48 (d, J=6, fR). 8.80 (t, J=8, 
1H), 8.59 (sb, 1H), 8.43 (s, 1H) f 8.3 (m, 2H), 7^4 (m, 1^)^7.72^.^=8, 1H), 7.40 
(t. J=8, 1H), 7.28 (m, 3H), 7.17 (d, J=8 f 1H), 6.94 (m, 2H)75.93 (s, 2H), 2.27 (s, 3H); 
FAB-MS: (M+Hr=426. 

The starting material is prepared as follows: 

Step 5.1: 2-f5-Amino-4-cyano-3-methvl-1H-pvrrol-2-vl)-N-benzvl-pyridinium bromide 
Under an argon atmosphere, 1.81 g (5.5 mmol) of N-benzyl-2-bromo-pyridinium 
bromide [for preparation see J. Heterocyclic Chem. 28, 1083 (1991)] are added to 
605.5 mg (5.0 mmol) of 2-amino-3-cyano-4-methyl-pyrrole [for preparation see 
Synthesis (1976), 51] in 40 ml of methylene chloride and 639 fjJ (5.5 mmol) of lutidine. 
After 5.5 hours' stirring at RT, the reaction mixture is concentrated by evaporation to 
approximately half its original volume. Filtering the suspension and washing with 



WO 97/02266 



-51 - 



PCT/EP96/02728 V 



methylene chloride/ethyl acetate (1:1) and ethyl acetate/hexane (1:1) y| eld the title 
compound; 'H-NMR (300 MHz. DMSO^): 10.83 (s, 1H), 9.10 (d, J=7. 1H) 8 49 (t 
J=7. 1H), 7.96 <m, 2H), 7.30 (m. 3H), 6.95 (m, 2H), 6.57 and 5.80 (2s, each 2H) 1 76 
(s.3H); FAB-MS: (M+H)*= 289. " 



Step 5.2: S-MethYl-6-(N-hen7yl-pvridin»«im -P-vl)-7H . m rrr 0 . n rp .^H^ ^., g. 
Under a protective gas, 1.182 g (3.2 mmo.) of ^(S-amino^-cyano-S-methyl-IH-pyrrol- 
2-yD-N-benzyl-pyrid.nium bromide in 12 ml of formic acid are heated at 1 1 0°C for 
90 minutes. The reaction mixture is concentrated by evaporation, the residue is 
lyophilised from water and, finally, twice from dioxane containing a small amount of 
water, yielding the title compound; 'H-NMR (200 MHz, DMSO-de)- 12 0 (sb) 9 40 (d 
J=8. 1H). 8.73 (t. J=8, 1H). 8.25 (m, 2H). 7.98 (s, 1H). 7.27 (m. 3H). 6.90 (m, 2H), 5 92 
(s. 2H), 2.04 (s, 3H); HPLC W20)=5.8 min; FAB-MS: (M+H) + = 31 7. 

Step 5.3: 4-Chlorc-5-methv1^^ , ^ rvrim[rtir)|| 

W,th the exclusion of moisture, 500 mg (1.2 mmo.) of 5-methy.-6.(N-benzy.-pyrid«nlum- 
2-yl ) -7H-pyrro.o[2,3-d] P yrimidirH4K,l and 15 ml of phosphorus oxychloride are heated 
at boiling for 2 hours. Concentration of the reaction mixture by evaporation yields the 
title compound; HPLC: WQrad*,) = 8.8 min; FAB-MS; (M+H)* = 335. 

Example 6: 4 ^-^ hi ^' -o-4-fluorQ-^nIlinoV5-fnethvl-6^ pYrirt-o- 
PVrimldine 

The title compound is obtained analogouslyto Example 5 with 3-chlorc-4--fluor* ~- 
aniline; m.p. 277-278«C; 'H-NMR (300 MHz. DMSO-de): 9.3 (sb). 8.73 (d. J=5 1H) 
8.33 (s. 1H). 7.96 (m. 2H). 7.88 (d. J=8, 1H). 7.67 (m. 1H), 7.52 (t. J=9. 1H). 7.40 (m 
1 H), 2.83 (s. 3H); MS: (M) + = 353. 

Example 7: 4-/3-Chlftr»- a n i|i no ^7H- nV rTolor2.3-d1n Y rimtrfi»^ 

133 mg (0.666 mmol) of 4-chloro-7H-pyrrolo[2.3-d]pyrimidine [for preparation see- 
Chem. Ber. 112. 3526 (.1979)] and 136 ul (1.3 mmol) of 3-chloro-aniline are heated at 
boiling in 4 ml of n-butanol for 90 min. The dark-green reaction solution is diluted with 
ethanol and filtered while hot through activated carbon. Concentration by evaporation 
etirnng in isopropanol. filtering and recrystallisation from hot isopropanol containing a ' 
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small amount of ethanol yield the title compound; m.p. 230-233°C; 12.5 and 10.7 (2sb, 
2H), 8.42 and 7.97 (2s t 2H) f 7.67 <d, J=8, 1H), 7.48 (t, J=8, 1H), 7.43 (m, 1H) f 7.29 (d, 
J=8 f 1H) t 6.93 (sb f 1H); FAB-MS: (M+H)* = 245. 

Example 8: 4^3^hloro-anlllnoV^(biDherw^vn-7H-ovrrolor2.3-dlDvrimidin f > 

A suspension of 220 mg (0.72 mmol) of 4-chloro-6-(biphen-4-yl)-7H-pyrrolo[2 f 3-dJ- 
pyrimidine and 151 |xl (1.44 mmol) of 3-chloro-aniline in 5 ml of butanol is heated at 
boiling overnight. Cooling, filtering and washing with a large amount of ethanol and, 
finally, hexane yield the title compound; 1 H-NMR (200 MHz. DMSO-de): 12.46 (sb, 1H), 
9.6 (s. 1H), 8.40 (s, 1H). 8.28 (m, 1H), 7.98 (d, J=8, 2H), 7.8 (m, 5H), 7.52 and 7*38 . 
(2t, J=8, each 2H), 7.30 (s f 1H), 7.08 (db f J=8 f 1H); MS: (M)*= 397. 

The starting material is prepared as follows: 

Step 8.1: 2>Amino-3^ moxvcarbon^-5-rbiDhen^>ytviH>ovrrQlfl 
Under an argon atmosphere, 1.65 g (10 mmol) of 2-amidino-acetic acid ethyl ester 
hydrochloride [for preparation see: UebigsAnn. Chem., 1895 (1977)] are introduced 
into 10 ml of ethanol and, at 0-5°C. 0.73 g (10 mmol) of sodium ethanolate is added 
thereto. The bright yellow suspension is stirred for 20 min and then 1.4 g (5 mmol) of 
2-bromo-1 -(biphen-4-yl)-ethan-1 -one (2-bromo-4'-phenyl-acetophenone; Aldrich; 
Milwaukee/USAfare added thereto. After 48 hours' stirring at Rt, W reaction mixture 
is concentrated by evaporation and the residue is taken up in ethyl acetate and 
washed with 3 portions of water and brine. The aqueous phases are extracted twice 
with ethyl acetate and the organic phases are dried over MgS0 4 and concentrated by 
evaporation. Column chromatography (Si0 2 ; ethyl acetate/hexane [1:1]) and stirring in 
diisopropyl ether/hexane yield the title compound; m.p. 186-188°C; TLC-R, = 0.17 
(ethyl acetate/hexane [1:1]); FAB-MS: (M+H)'= 306. 

Step 8.2: 6-fBipherH4-vl) -7H-Pvrrolor2.3-dlPvrimidin>4^ 

766 mg (2.5 mmol) of 2-amino-3-ethoxycarbonyl-5-(biphen-4-yl)-1H-pyrrole are stirred 
in 5 ml of formamide, 2.5 ml of DMF and 1 .25 ml of formic add for 20 h at 150°C. The 
reaction mixture is diluted with isopropanol and filtered. Washing with isopropanol and 
hexane yields the title compound; m.p. >300°C; FAB-MS: (M+H)*= 288. 
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Step 8.3: 4-Chloro-6-fbiDhen-4-vn -7H-Pvrrolof g .3KilDvrimidine 
Under a protective gas, 430.5 mg (1.5 mmol) of 6-(biphen-4-yl)-7H-pyrrolo[2,3-d]- 
pyrimidin-4-ol in 6 ml of phosphorus oxychloride are heated at boiling for 4 hours. The 
reaction mixture is poured into ice-water and ethyl acetate. The aqueous phase is 
separated off and extracted with ethyl acetate. Concentrating the organic phases by 
evaporation and stirring the residue in hot THF/isopropanol yield the title compound; 
m.p. 295-300°C (decomposition); FAB-MS: (M+H)*= 306. 

Example 9: 4^3^hloro-ani»no>^naDh ttv2-vtV7HH>vrrolor2.3^ovrimirfinA 
98 mg (0.35 mmol) of 4-chloro-6-(naphth-2-yl)-7Hi3yrrolo[2 ? 3-d]pyrimidine and 73 
(0.7 mmol) of 3-chloro-aniline in 8 ml of butanol are heated at boiling for 5 hours. 
Cooling, filtering and washing with isopropanot and hexane yield the title compound; 
m.p. 278-284°C; TLC-R f = 0.5 (ethyl acetate/hexane [1:1]); FAB-MS: (M+H)*= 371. 

The starting material is prepared as follows: 

Step 9.1: 2-Amtno-3-ethoxvcait>onvl-5-rnaphttv2-vl>-1H-pviTOle 
Under an argon atmosphere, 834 mg (5 mmol) of 2-amidino-acetic acid ethyl ester 
hydrochloride [for preparation see: UebigsAnn. Chem., 1895 (t977)] are introduced 
into 10 ml of ethanol and, at 0-5°C, 358 mg (5 mmol) of sodium ethanolate are added 
thereto. The bright yellow suspension is stirred for 15 min and then 623 mg (2.5 mmol) 
of 2-bromo-1 -(naphth-2-yl)-ethan-1 -one (2-bromo-2 , -acetonaphthohe; Aldrich; 
Milwaukee/USA) are added thereto. After 3 days' stirring at RT, the reaction mixture is 
concentrated by evaporation. The residue is taken up In ethyl acetate/water and 
filtered and the organic phase is separated off and washed with 3 portions of water 
and brine. The aqueous phases are extracted with ethyl acetate and the organic 
phases are dried over MgS0 4 and concentrated by evaporation. Column 
chromatography (Si0 2 ; ethyl acetate/hexane [1:1]) and stirring in diethyl ether/hexane 
yield the title compound; m.p. 149-1 51 °C; TLC-R,= 0.5 (ethyl acetate/hexane [1:1]); 
FAB-MS: (M+H)*= 281 . 
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Step 9.2: 6-(Naphth-2-v».7H-nvrrnt of2.3-dlDvrimif1in-4^» 

420 mg (1.5 mmol) of 2-amino-3-ethoxycarbonyl-5-(naphth-2-yl)-1H-pyrrole are stirred 
in 3 ml of formamide, 1 .5 ml of DMF and 0.75 ml of formic acid at 150°C for 22 hours. 
The reaction mixture is diluted with approximately 1 ml of isopropanol and filtered. 
Washing with ethanol, isopropanol and hexane yields the title compound; m.p. 
>300°C; 'H-NMR (200 MHz, DMSO-d«): 12.2 (sb), 8.39 (s, 1H). 8.0 (m. 2H). 7.9 (m. 
3H). 7.53 (m, 2H). 7.11 (s. 1H). 

Step 9.3: 4-Chloro-6-/na ohth-2-vl^-7H-pvrrolor2.3-dlDvrimidinfl 
Under a protective gas, 198.5 mg (0.76 mmol) of 6-(naphth-2-yl)-7H-pyrrolo{2,3-dJ- 
pyrimidin-4-ol in 3 ml of phosphorus oxychloride are heated at boiling for 5 hours. The 
reaction mixture is poured into ice-water and stined for 1 hour to complete the 
reaction. The crystals are filtered off and washed with water. Dissolving the crude 
product in THF/methanol, filtering through active carbon, concentrating the filtrate by 
evaporation, stirring the residue in isopropanol and washing with hexane yield the title 
compound; m.p. 268-269°C (decomposition); FAB-MS: (M+H)* = 280. 

Example 10: 4-(3^hlorc.anilino^2.hvri roxv-Dh g nviW7H-D V t TO lor2.a^ p Y ri m iH. 
ine hvdrobromide 

In a dry apparatus, under an argon atmosphere. 6.72 g (19.16 mmoJ) of 4-(3-chloro- 
anilinoK^2-methoxy-phenyl)-7H-pyrrolo[2.3-d)pyrimidine are introduced into 150 ml 
of methylene chloride. There is added dropwise thereto in the course of 1 hour, with 
ice-cooling, a solution of 1 8.4 ml {1 9 1.6 mmol) of boron tribromide In 1 00 ml of 
methylene chloride. After 3 hours' stirring in an ice-bath, the suspension is poured into 
0.5 litre of ice-water and filtered. The residue is taken up in ethyl acetate and washed 
with saturated NaHCOa solution, water and brine. The aqueous phases are extracted 
twice with ethyl acetate and the organic phases are dried over MgS0 4 , concentrated 
by evaporation and crystallised from ethanol/hexane. yielding the title compound; 'H- 
NMR (300 MHz, DMSO-de): 8.41 (s, 1H), 7.92 (s, 1H). 7.78 (d. J=8, 1H), 7.64 (d, J=8, 
1H), 7.50 (m, 2H), 7.35 (d, J=8, 1 H). 7.23 (m, 1H), 7.04 (d, J=8, 1H). 6.95 (dd, J=8. 
1 H); FAB-MS: (M+H)* = 337. 



The starting material is prepared as follows: 
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Step 10.1: 2-Amino-3-ethoxvrar bonvl-S-r2-methoxv-Dhenvn-1H-Dvrrole 
Analogously to Step 8.1. 14.5 g (87 mmol) of 2-amidino-acetic acid ethyl ester 
hydrochloride in 150 ml of abs. ethanol are reacted with 5.9 g (87 mmol) of sodium 
ethanolate and 10.3 g (44 mmol) of 2-bromo-1-(2-methoxy-phenyl)-ethan-1-one 
(2-bromo-2'-methoxy-acetophenone; Aldrich; Milwaukee/USA) to form the title 
compound; m.p.: 128°C; TLC-Rf = 0.25 (hexane/ethyl acetate [2:1]). 

Step 10.2: 6-f2-Methoxv-ohenyl). 7H-Dvrrolof2.3-dlPvrimidin-4 ^nf 
Under a protective gas, 7.66 g (31 mmol) of 2-amino-3-emoxycarbonyl-5-(2-methoxy- 
phenyl)-1 H-pyrrole in 63 ml of formamide, 31 .5 ml of DMF and 17.7 ml of formic acid 
are heated at 150°C overnight. Working-up analogously to Step 8.2 yields the title 
compound; TLC-Rf = 0.33 (hexane/ethyl acetate [1:1 J). 

Step 10.3; 4-Chloro-6-f2-methoxy - phenvl>-7H-pviTOlof2 3-dlD V rimidinB 
Under argon, 6.2 g (25.7 mmol) of 6-(2-methoxy-phenyl)-7H-pyffblo[2,3-d]pyrimldin-4- 
ol and 62 ml of phosphorus oxychloride are heated at 125°C for 1.5 hours. The 
reaction mixture is poured into ice-water and extracted three times with ethyl acetate. 
The organic phases are washed with water, NaHCO a solution and brine, dried with 
MgS0 4 and concentrated by evaporation. Filtering through a silica gel column with 
ethyl acetate yields the title compound; TLC-Rf = 0.8 (hexane/ethyl acetate [1:1]). 

Step 1 0.4: 4-(3-Chloro-anilino^-6-f2-mR t hoxv-phenvlU7H-pvfTolof2.3^lD V rimidinft 
6.6 g (25.4 mmol) of 4-chloro-6-(2-methoxy-phenyl)-7H-pyrrolb[2,3-d]pyrimidine and 
5.34 ml (50.8 mmol) of 3-chloro-aniline In 100 ml of n-butanol are heated at boiling for 
1.5 hours. The reaction mixture is cooled, then filtered and washed with diethyl ether 
and hexane. Flash chromatography (Si0 2 ; applied dry; hexane/ethyl acetate [2:1 J _ 
ethanol/acetone [1 :1]) yields the title compound; rfi.p. 221-222°C; TLC-Rf = 0.3 
(hexane/ethyl acetate [1:1]); FAB-MS: (M+H)+ = 351. 

Example 11: 4-^3-Chl orb-an»lnoV^-f3.hvdrQxv-phenvlV7H-PvrTolof2.3-rn r 
pyrimidine hvdrobromlde 

Analogously to Example 10, 4.53 g (12.91 mmol) of 4-(3-chloro-anilino)-6-(3-methoxy- 
phenyl)-7H-pyrrolo[2,3-d]pyrimidine in 150 ml of methylene chloride are reacted with 
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12.4 ml (129 mmol) of boron tribromide in 150 ml of methylene chloride to form the 
title compound; HPLC: WGrad 2 o) = 10-5 min; ^-NMR (500 MHz, DMSO-d 6 ): 12.61 , 
10.07 and 9.68 (3sb, 3H), 8.35 (s, 1H), 8.09 (s f 1H), 7.76 (d, J=8, 1H) t 7.39 (dd, J=8, 
1H), 7.27 (m, 2H), 7.23 (s, 1H) f 7.12 (1H), 7.11 (s. 1H), 6.77 (m, 1H). 

The starting material is prepared as follows: 

Step 11.1: 2-Amino-3-ethoxvcarbonyl>5-(3-methoxv-Dhenvl^1H-pvrrole 
Analogously to Step 8.1 v 14.5 g (87 mmol) of 2-amidino-acetic acid ethyl ester hydro- 
chloride In 150 ml of abs. ethanol are reacted with 5.9 g (87 mmol) of sodium ethano!- 
ate and 10.3 g (44 mmol) of 2-bromo-1 -(3-methoxy-phenyl)-ethan-1 -one (2-bromo-3'- 
methoxy-acetophenone; Janssen) to form the title compound; m.p. 96-97°C; TLC-Rf = 
0.2 (hexane/ethyl acetate [2:1]). 

Step 11.2: 6-^Methoxv^henvn>7HH3V^lof2.3^pvrimidin^l 
Under a protective gas, 7.19 g (29 mmol) of 2-amino-3-ethoxycarbonyl-5-(3-methoxy- 
phenyl)-1H-pyrrole In 59 ml of formamide, 29.5 ml of DMF and 14.7 ml of formic acid 
are heated at 150°C overnight. Working-up analogously to Step 8.2 yields the title 
compound; TLC-Rf = 0.3 (hexane/ethyl acetate [1:1]). 

Step 11.3: 4-Chloro^f3-methoxv<>hen^7H-pynrolor2.3-dlpvrimidine 
With the exclusion of moisture, 5.28 g (21.9 mmol) of 6-(3-methoxy-phenyl)-7H- 
pyiTolo[2,3-d]pyrimidin-4-ol and 55~ml of phosphorus oxychldride are heated at boiling 
for 1.5 hours. The reaction mixture is cooled and filtered. The residue is dissolved in 
ethyl acetate and washed with NaHC0 3 solution, water and brine. The aqueous 
phases are extracted once with ethyl acetate, dried with MgS0 4 and concentrated by 
evaporation to form the title compound; TLC-Rf = 0.73 (hexane/ethyl acetate [1 :1]). 

Step 1 1 .4: 4-f3-Chloro-anilino)'€-(3-methoxy-phenvl>-7H-Pvrrolor2.3-dTpvrimidine 
5.68 g (21.9 mmol) of 4-chloro-6-(3-methoxy-phenyl)-7H-pyrrolo[2,3-d]pyrimidine and 
4.59 ml (43.7 mmol) of 3-chloro-aniline in 75 ml of rvbutanol are heated at boiling for 
1.5 hours. Working-up analogously to Step 10.4 yields the title compound; m.p. 262- 
263°C; FAB-MS: (M+H)+ = 351 . 
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Example 12: 4^3^hlorcHaniHno>^4-hvdroxv-phenvlV7H-Dvrro1or2.3-dlDv rimiH, 
ine hvdrobromide 

With the exclusion of moisture, at approximately 0°C, 6 ml of boron tribromide in 
100 ml of methylene chloride are added within the course of 40 min to 2.0 g (5.7 
mmol) of 4-(3-chloro-anilino)-6-(4-methoxy-phenyl)-7H-pyrrolo[2 f 3-d]pyrimidine in 60 
ml of methylene chloride. After 21 hours' stirring at RT the reaction mixture is filtered. 
The crude product is precipitated from the filtrate with approximately 1 litre of hexane, 
filtered off and washed with hexane. The residue is taken up in 0.2 litre of water and 
0.6 litre of ethyl acetate and rendered neutral with 5 % NaHCOa-solution; The organic 
phase is separated off, washed with water and brine, dried over MgS0 4 and concen- 
trated by evaporation. Crystallisation from hot methanol with hexane yields the title 
compound; analysis calculated for deHuNUOBrCI (+0.13 H 2 0): C 51.47 %, H 3.36 %, 
N 13.34 %, Br 19.02 %, CI 8.44 %; found: C 51.58 %, H 3.32%, N 13.37 %, Br 
19.29 %, CI 8.46 %; 1 H-NMR (360 MHz. DMSO-de): 12.85 and 10.60 (2sb, 2H), 10.5- 
9.5 (sb). 8.37 (s t 1H), 7.92 (s, 1H), 7.67 (d, J=8, 2H), 7.63 (d, J=8 f 1H), 7.51 (dd. J=8, 
1H). 7.33 (d t J=8, 1H). 7.06 (s, 1H), 6.90 (d, J=8, 2H). 

The starting material is prepared as follows: 

Step 12.1: 2-Amino-3-ethoxvcarbon vf-^^ 

Analogously to Step 8.1, 1.67 g (10 mmol) of 2-amidino-acetic acid ethyl ester hydro- 
chloride in 20 ml of abs. ethanol are reacted with 7?frmg-(10 mmol) of sodium 
ethanolate and 1.145 g (5.0 mmol) of 4-methoxy-phenacyl bromide (Fluka; Buchs/- 
Switzerland) to form the title compound; m.p. 141-142°C; TLC-Rf = 0.4 (hexane/ethyl 
acetate [1:1]); FAB-MS: (M+H)+ = 261. 

Step 12.2: 6-(4-Methoxv-phenvh-7H>Dvrrolof2.3-dlPvrim»din-4-Ql 
Under a protective gas, 61 1 mg (2.3 mmol) of 2-amino-3-ethoxycarbonyl-5-(4-meth- 
oxy-phenyl)-1H-pyrrolain 5 ml of formamide, 2.5 ml of DMF and 1 .25 ml of formic acid 
are heated at 150°C overnight. Working-up analogously to Step 8.2 yields the title 
compound; m.p. >300°C; FAB-MS: (M+H)+ = 242. 
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Step 12.3: 4-ChlorD-6-(4-methoxv-Dhf»n V l).7M- p vrr0 | or2 3. d1nvrimiHino 
With the exclusion of moisture, 121 mg (0.50 mmol) of 6-(4-methoxy-phenyl)-7H- 
pyrrolo[2,3-d]pyrimidin-4-ol and 1 ml of phosphorus oxychloride are heated at boiling 
for 1.5 hours. The reaction mixture is poured into ice-water and extracted twice with 
ethyl acetate. The organic phases are washed three times with water and brine, dried 
with MgS0 4 and concentrated by evaporation. Stirring of the residue in diethyl ether 
yields the title compound; m.p. 248-249°C; FAB-MS: (M+H)+ = 260. 

Step 12.4: 4-(3-Chloro-anilino)-6-f4.methoxv-nhenvn-7H-nvr^ rr? ^ vrimiHina 
A solution of 95 mg (0.365 mmol) of 4-chloro^-(4-methoxy-phenyl)-7H-pyrrolor2,3^]- 
pyrimidine and 77 uJ (0.732 mmol) of 3-chloro-aniline in 3 ml of n-butanol and a few 
drops of DMPU is heated at boiling for 2 hours. The reaction mixture is cooled, diluted 
with diethyl ether and isopropanol and filtered; m.p. 294-295-C; FAB-MS* (M+H)+ - 
351. 

Example 13: 4^3^hloro- a n»HnoVS^im e thvi nm ip o mrthvMU/ ^ Y rt ^ xv ^ twnv i f 
7H-Dvm>lor2.3-<nDvrlmtrf-iM> 

Under an argon atmosphere. 96.2 mg (0.52 mmol) of N.N-dimethyl-methylene- 
immoniurn iodide (Fluka; Buchs/Switzeriand) are added to134.7 mg (0.40 mmol) of. 
4^hlorc-anilinoW44iydroxy-phenyl)-7H-pvrrolo[2^yrimidine in 4.8 ml of abs. 
THF and the reaction mixture is boiled under reflux for 1 .5 hours. Working-up as 
described in Example 3 and recrystallisation from hot ethanol yield the title compound- 
m.p. 269-271«C; TLC-R, = 0.31 (CH 2 Cl^methandl [10:1)): MS: (M)*= 393- 'H-NMR 
(500 MHz, DMSO-ds): 12.48, 11.91 and 9.75 (3s. 3H), 8.32 and 8.25 (2s. 2H). 7.40 (d 
J=8, 1H). 7.34 <1H), 7.32 (d. J=8, 2H), 7.00 (d, J=8. 1H), 6.89 (d, J=8, 2H), 3 72 (s 
2H). 2.36 (s, 6H). 

Example 14: ^S^hloro-aniHno^im^thvbmin omrthv,^ ^ ^^^,^ 
dlpvrfmldlne * 

Under an argon atmosphere, 898.2 mg (2.80 mmol) of 4-(3-chloro^nilino)-6-phenyl- 
7H-pyrrolo[2.3Kf]pyrimidine in 33.6 ml of abs. THF are boiled under reflux overnight 
with 673.4 mg (3.64 mmol) of N,N-dimethyl-methyleneimmonlum iodide (Fluka; 
Buchs/Switzeriand). The reaction mixture is partitioned between ethyl acetate and 1N 
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(= one normal) hydrochloric acid. The organic phase is separated off and washed 
three times with water. The aqueous phases are back-extracted once with ethyl 
acetate and rendered basic with solid sodium carbonate, resulting in a suspension to 
which ethyl acetate is added, whereupon the solid becomes concentrated in the 
organic phase. The organic phase is washed neutral with water three times and the 
aqueous phases are back-extracted with ethyl acetate. The combined organic phases 
(suspensions) are concentrated by evaporation. Stirring the residue in diethyl ether 
yields the title compound; MS: (M)* = 377; 'H-NMR (200 MHz, DMSO-de): 12.57 and 
12.12 (2s, 2H). 8.38 (s. 1H). 8.29 (m f 1H), 7.55 (m, 4H), 7.5-7.3 (m, 3H) t 7.04 (dm, 
J=8, 1 H), 3.79 (s, 2H), 2.38 (s, 6H). 

The starting material is prepared as follows: 

Step 14.1: 6-Phenvl-7 H-Dvrrolor2.3-dlDvrimidin^t>ol 

Under a protective gas, 2.30 g (10 mmol) of 2^mino-3-ethoxycarbonyl-5-phenyl-1H- 
pyrrole [for preparation see: Synthesis, 272 (1987)] in 20 ml of formamide, 10 ml of 
DMF and 5 ml of formic acid are heated at 150°C for 24 hours. The reaction mixture is 
cooled and filtered and the residue is washed with isopropanol/hexane. Stirring In hot 
isopropanol yields the title compound; m.p. >300°C; FA&-MS: (M+H)+ =212. 

Step 14.2: 4-Chloro-6-phenvl-7H-pvrrolof2.3-dlDVrimldine 

With the exclusion of moisture, 1 .795 g (8.5 mmol) of 6-pheny1-7H-pyrrolo[2,3-d]- 
pyrimidin-4-ol and 27 ml of phosphorus oxychloride are heated at boiling for 3 hours. 
Pouring the reaction mixture into ice-water, filtering and washing with hot isopropanol 
and hexane yield the title compound; FAB-MS: (M+H) + = 230. 

Step 14.3 : 4-f3-Chloro-anilino>-6-phenvl-7H-Pvrrolor2.3-d)pyrimidine 
A suspension of 1.251 g (5.45 mmol) of 4-rfiloro-6-phenyl-7H-pyrrolo[2,3-d]pyrimidine 
and 1.15 ml (10.9 mmol) of 3-chloro-aniline in 20 ml of n-butanol and 0.5 ml of DMPU 
is heated at boiling for 2 -hours. The reaction mixture is cooled and filtered. Stirring of 
the residue in hot THF/methanol yields the title compound; m.p. 285-286°C; FAB-MS: 
(M+H)+ = 321. 
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Example 15 (Reference Example!: 4^3>Chioro-anilino>-pvrimidor4.5-b1indole 




5.7 g (15 mmol) of N-ben2yl-4-(3-chloro-anilino)-pyrimido[4 ( 5-b]indole are added to a 
suspension of 7.6 g of anhydrous AICI3 in 50 ml of toluene and the reaction mixture is 
heated at 100°C for 45 min. The reaction mixture is cooled to RT t poured into ice- 
water and stirred for approximately 30 min, the crude product precipitating. The crude 
product is filtered off with suction and washed with water. The filtrate is discarded. 
The crude product is dissolved in THF/ethyl acetate, washed with 5 % sodium 
hydrogen carbonate solution and then with saturated NaCI solution, dried and 
concentrated. Crystals of 4-(3-chloro-anilino)-pyrimido[4,5-b]indole precipitate when 
left to stand in a refrigerator. The product is precipitated out completely with 
cyclohexane. Further purification is effected by digestion in ethyl acetate. The title 
compound is obtained in the form of slightly pink-coloured crystals; m.p. > 260°C; 1 H- 
NMR (360 MHz, DMSO-d 6 ): 12.20 (s, pyrrole NH). 8.97 (s, aniline NH), 7.1-8.5 (m. 8 
aromatic H + pyrimidine H); FAB-MS: (M+H) + = 295 

HCIsalt 

2.3 g of 4-(3-chloro-anilino)-pyrimido[4 f 5JbJindole are dissolved whilehot in 400 ml of 
THF and cooled to RT and. with stirring, 2.8 ml of a 5-molar solution of HCI in diethyl 
ether are added thereto. After the addition of approximately 250 ml of diethyl ether 
and cooling in an ice-bath, 4-(3-chloro-anilino)-pyrimido[4,5-bJindole hydrochloride 
precipitates in the form of colourless crystals having a m.p. of 280-286°C. 

The starting material is prepared as follows: 

Step 15.1: 4-Hvdroxv-5.6-tetramethvlene-7-ben2vi-ovnT>lor2.3-cflpvrimldine 

15 g of 2-amino-1-benzyl-3-cyano-4,5,6,7-tetrahydroindole (prepared from 2-hydroxy- 

cydohexanone, benzylamine and malonodinitrile using a known method (see H J. 
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Roth and K. Eger, Arch. Pharma2. 308, 179 [1975])) are boiled with 100 ml of 85 % 
formic acid at 1 10°C for 5 hours. The reaction solution is cooled in an ice-bath, light- 
brown crystals precipitating. The suspension is poured into approximately 200 ml of 
ice-water and stirred for approximately 10 min. The precipitate is then filtered off with 
suction. The crystals are washed with water and then with hexane and dried, yielding 
the title compound having, a m.p. of 104-105°C; FAB-MS: (M+H)* = 280. 

• i" 

Step 15 r 2: 4-(3 Chloro-anilino)-5.6^tetramethvlfin e-7-benyyl^viTolof2 ^lp V rimidinft 
0.65 g of 4-chloro-5,6-tetramethylene-7-ben2yl-pyrrolo[2.3<f]pyrimidine and 0.27 ml of 
3-chloro-aniline in 10 ml of ethanol are heated under reflux for 17 hours. The brown 
solution is concentrated to dryness by evaporation, the residue is taken up in ethyl 
acetate, the ethyl acetate solution is washed neutral with sodium hydrogen carbonate 
solution and water, dried and concentrated by evaporation. The residue is crystallised 
from ethyl acetate/hexane. The title compound is obtained in the form of white crystals 
having a m.p. of 1 45-1 47°C; FAB-MS: (M+H)* = 389. 

Step 15.3: N-Benzvl-4-f3-chlQro- qnilino>-pyrimidof4.5-bl 8nrinte 
14.1 g (62 mmol) of 2,3-dichloro-5.6-dicyano-1 ,4-benzoquinone (DDQ) are added to 
a solution of 12.1 g (31 mmol) of 4-(3-chk>re-anilino)-5.6-tetramethylene-7-benzy^ 
pyrrolo[2,3-d]pyrimidine in 260 ml of tolwene. The deep-ret* solution is heated under » 
reflux for 30 min and then cooled to RT. Insoluble material is filtered off and the filtrate 
is concentrated by evaporation using a rotary evaporator. The crude product is chrom- 
atogrcphed on silica gel (elution with hexane/ethyl acetate); yielding colourless ' 
crystals of the title compound having a m.p. of 174-176°C; TH-NMR (360 MHz. 
CDCI 3 ): 12.20 (s. pyrrole NH). 9.0 (s, aniline H), 7.0-8.6 (m. 13 aromatic H and 1 
pyrimidine H), 5.66 (s. 2H, benzyl group); FAB-MS: (M+H)+ = 385. 

Example 16: 4-f3-Chloro-anllino)-S-m ethvl-6-r4-hvdroxv-nh6nvn-7H-pvrr Q lft. 
f2.3-dlpvrimidine hvdrobromide 

The title compound, in the form of a colourless powder, is obtained analogously to 
Example 10 by removing the methyl group from 5 g (6.85 mmol) of 4-(3-chloro- 
anilino)-5-methyl-6-(4-methoxy-phenyl)-7H-pyrrolo[2,3-d]pyrimidine with 4.4 g of boron 
tribromide in 30 ml of methylene chloride; m.p.: 295-296°C; 1 H-NMR (360 MHz. 
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DMSO-da): 11. 85 (s, pyrrole NH), 9.68 (s t phenolic H), 8.29 (s f aniline NH), 8.27 (s, 
pyrimidine H), 7.94 (m, aromat. H) t 7.70 (m t aromat. H) t 7.42 (d, 2 aromat. H), 7.35 
(t, aromat. H) f 7.06 (m, aromat. H) f 6.90 (d, 2 aromat. H), 2.58 (s t 3H); FAB-MS: 
(M+H)+=351. 

HCI satt 

For the preparation of the HCI salt, 600 mg of 4-(3-chloro-anilino)-5-methyl-6-(4- 
hydroxy-phenyl)-7H-pyiTolo[2 t 3-d]pyrimidine hydrobromide are dissolved while hot in 
50 ml of ethyl acetate and at RT adjusted to pH 9.5 with 1N NaOH and the organic 
phase is washed twice with water. The organic phase is dried and concentrated by 
evaporation, and the residue is dissolved in 30 ml of ethanol, and a 5N <= 5 normal) 
ethanolic HCI solution is added thereto. At 0°C, with stirring and the addition of diethyl 

ether, 4-(3^hloro-anilino)-5^ethyl-6^4^ydroxyphenyl)-7H^yrrolo[2,3-d]pyrimidine 
hydrochloride is obtained in the form of a colourless powder having a m.p. of 280- 
282°C. 

The starting material is prepared as follows: 
Step 1 6. 1 : 4-Chloro-5-methvl-6-te-methoxv^ 

Analogously to Step 1 .3, the titiecompound is obtained from 4-hydroxy-5-methyl-6- 
(4-m«thoxy-phenyt)-7H-pyrrolo[2 f 3-d]pyrimidine by boiling in phosphorusjoxychloride; 
FAB-MS: (M+H)+ = 274. 

Step 1 6.2: 4-(3-Chloro-anilino)-5-methvl-6-f4-methoxv-Dhenvl>-7H-Dvrrolor2.3-dl- 
pyrimidine 

4 g of 4-chloro-5-methyl-6-(4-methoxy-phenyl)-7H-pyrrolo[2 f 3-d]pyrimidine and 8.45 ml 
of 3-chloro-aniline are heated under reflux in 400 ml of n-butanol for 20 hours. The 
brown solution is concentrated, the desired product already precipitating. The solution 
is stored overnight in a refrigerator and the product is filtered off with suction and 
washed with hexane/ethyl acetate, yielding the title compound in the form of 
colourless crystals; m.p. 265-268°C; FAB-MS: (M+H)+ = 365. 
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Example 17: 4^3^htoro>anHlno)^4-nitro>phenvtWH-pyrrolor2.3-dlPvrimidine 
The title compound, in the form of rust-brown crystals, is obtained analogously to 
Example 5 by boiling 0.25 g (0.91 mmol) of 4-chloro-6-(4-nitro-phenyl)-7H-pyrroto- 
[2,3-dJpyrimidine with 0.19 ml of 3-chloro-aniline in 5 ml of n-butanol; m.p.: > 250 °C; 
1 H-NMR (360 MHz, DMSO-d 6 ): 12.95 (s f pyrrole NH), 10.3 (s, aniline NH), 8.45 (s. 
pyrimidine H), 8.24 (s, aromat H), 7.18-8.4 (7 aromat. H + pyrrole 5H); MS: 
(M) + = 365. 

The starting material is prepared as follows: 

Step 17.1: 2-Amino-3-ethoxvcarbonvl-5-(4-nftro-Dhenvl)-Dvrrole 
In a dry three-necked flask, under argon, 75 ml of abs. ethanol and 6.5 g (390 mmol) 
of 2-amidtno-acetic acid ethyl ester hydrochloride [for preparation see: Liebsgs Ann. 
Chem., 1895 (1977)] are cooled to 0-5°C and 2.65 g (390 mmol) of sodium - 
ethanolate are added thereto. Then 5 g (195 mmol) of 2-bromo-1-(4-nitro-phenyl)- 
ethan-1-one are added and the reaction mixture is allowed to come to RT and then 
stirred for 48 hours. The reaction mixture is then partitioned between water and ethyl 
acetate. The ethyl acetate phase is washed three times with water and once with 
saturated NaCI solution, dried and filtered and the filtrate is concentrated by 
evaporation. The red-brown residue is suspended in hexane and the title compound 
precipitates in the form of the crude product (purity 93 %), whiclris used for the next 
step without further purification; MS: (M) + = 275. 

Step 17.2: 4-Hvdroxv- 6-(4-nitro-Dhenvn-7H-pvrrolof2.3-d1ovrimidine 
2.5 g (97 mmol) of 2-amino-3-ethoxycarbonyl-5-(4-nitro-phenyl)-pyrrole l 19.4 ml of 
formamide, 9.7 ml of DMF and 3.1 ml of formic acid are stirred together at 150°C for 
22 hours. 1 ml of isopropanol is added to the hot reaction mixture. The reaction 
mixture is cooled and the product that has precipitated is filtered off. The product is 
washed in succession three times with 10 ml of ethanol each time, twice with 10 ml of 
isopropanol each time and twice with 10 ml of hexane each time, yielding the title 
compound in the form of rust-brown crystals which are used for the next step; MS: 
(M)+ = 256. 
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Step 17.3: 4-Chloro-6-(4-nitro-Dhenvl^7H~Dvrrolof2.3'dlDvrimidine 
Analogously to Step 1 .3, 4n:hloro-6-(4-nltro-phenyl)-7H-pyrrolo[2 f 3-d]pyrimidine is 
prepared by heating 4-hydroxy-6-(4-nitro-phenyl)-7H-pyrTOlo[2,3-d]pyrimidine with 
POCI 3 (purity 93 %); m.p. > 280°C; FAB-MS: (M+H)+ = 275. 

Example 18: 4^3^hloro-anliinoV^4-amino^henvlV7H<>vrrolor2.3^lpvTimidine 

150 mg (0.41 mmol) of 4-(3-chloro-anilino)^(4-nitro-phenyI)-7H^yrrolo[2 f 3-d]pyrimid- 
ine are hydrogenated for 5 hours with 50 mg of Raney nickel in 20 ml of 
THF/methanol at RT and under normal pressure, the desired product already 
precipitating. The catalyst is filtered off and the filter residue is washed with hot THF. 
The filtrate is concentrated to dryness by evaporation. The crude product is purified by 
being digested several times in methanol and being precipitated from THF/hexane, 
yielding the title product in the form of light-beige crystals; m.p. >290°C, 1 H-NMR (360 
MHz, DMSO-d 6 ): 12.05 (s, pyrrole NH), 9.38 (s. aniline NH), 8.31 <s f pyrimidine H). 
3.24 (s, aromat. H) f 7.80 (d. aromat. H), 7.53 (d, 2 aromat. H), 7.35 (t, aromat H) f 
7.05 (d, aromat H), 6.90 (s. pyrrole 5H), 6.64 (d, 2 aromat H), 5.35 (s, NH 2 ); MS: 
(M)+ = 335. 

Example 1 9: 4-f 3-Chloro-phenvlaminoV9H-Pvridor3 , .2 , :4.5lpvrrolor2.3^i1pvrimld> 

Ids - 




With stirring under a nitrogen atmosphere, a mixture of 0.034 g (0.166 mmol) of 4- 
chloro-9H-pyrido[3 , f 2 , :4,5]pyrrolo[2,3-d]pyrimidine (German Offeniegungsschrift No. 
1916050) and 0.524 ml (4.99 mmol) of 3-chloro-aniline is heated at 120°C for 1 hour. 
The reaction mixture is cooled to room temperature and then 5 ml of ethanol are 
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added thereto. After further cooling to 0°C, the reaction mixture is filtered and the 
crystals are washed with ethanol and dried under a high vacuum. The resulting title 
compound melts at >260°C, El-MS: M = 295 (C 1 5H 10 CIN 5 ). 

Example 20: Using the processes described in this Application, the following 
compounds are obtained: 

a) 4-benzylamino-5 t 6-dimethyl-7H-pyrrolo[2 f 3-d]pyrimidine hydrochloride, m.p. 115- 
117°C, 

b) (R)-5,6-dimethyl-4-[(1-phenyl-ethy^^ m.p. 206- 
208°C F 

c) (S)-5,6-dimethyl-4-[(1-phenyl-ethyl)-am m.p. 206- 
207°C, 

d) (R)-6-(4-amino-phenyl)-4-[(1-phenyl-eth^ 

m.p. 234-235°C, FAB-MS: (M+H)* = 330 (obtained by reduction of the corresponding 
nitro compound with Raney nickel analogously to Example 18), 

e) (S)-6-(4-amino-phenyl)-4-[(1 -phenyf^thyl)-amino]-7H-pynrolo[2, 3-d]pyrimldine, nup. 
235-236°C, FAB-MS: (M+H)** = 330 (obtained by reduction of the corresponding nltro 
compound with Raney nickel analogously to Example 18), 

f) 6-(4-amino-phenyl)-4-benzylamino-7H-pyrrolo[2,3-dlpyrimidine (obtained by 
reduction of the corresponding nitro compound with Raney nickel analogously to 
Example 18), 

g) 6-(4-,^tno ph3nyl)-4-[(3-chloro-te^ . 
(obtained by reduction of the corresponding nitro compound with Raney nickel 
analogously to Example 1 8), 

h) (R)-6-(4-amino-phenyl)-4-[(1-meth^ 
pyrimidine, 

i) (S)-6-(4-amino-phenyl)-4-[(1-methoxycarbony»-ben2yl)]-amino-7H-pyrrolo[2,3-d]- 
pyrimidine, 

j) 6-(4-acetylamino-phenyl)-4-(3-chloro^ 
mjp. >310°C, MS: (M) + = 377. 

k) 6-{4-<3tl3amoylmethoxy-phenyl)-4-(3-chloro-aniH^ 
m.p. 297-298°C, 
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I) 6-(4-amino-phenyl)^(3-methyl-aniIino)-7H^yrrolo[2,3HJ]pyrimidine, m.p. 288-290°C 
(obtained by reduction of the corresponding nitro compound with Raney nickel 
analogously to Example 18), 

m) 6-(4-amino-phenylH-(3K:hloro^fluoro-anllino)-7H-pyrrolo[2 f 3-d]pyrimidine t 
m.p. >300°C, MS: (M)* = 353 (obtained by reduction of the corresponding nitro 
compound with Raney nickel analogously to Example 18), 
n) 6^3^cetylamino^henyl)^-(3^hloro-anHino)-7H-pyrrolo[2 f 3-d}pyrimidine 
(preferably prepared analogously to Example 21 ), m.p. >300°C, MS: (M)* = 377, 
o) 6-(3-amino-phenyl)^-(3^hloro-anilino)-7H-pyrrolo[2,3-d]pyrimidine t m.p. 293-295°C 
(obtained by reduction of the corresponding nitro compound with Raney nickel analog- 
ously to Example 18), 

p) 6^4K»rboxymethoxy^henyl)^(3-chloro-anilino^ 
m.p. 305-307°C, 

q) 6^4-{benzyloxycarbonyl-methoxy]-phenyl)-4-(3-chl^^ 
pyrimidine, m.p. 263-265°C, 

r) 6-(3-cart)amoytmethoxy-phenylM-(3-chloro-anili^^ 
m.p. 283-285°C, 

s) 4-(3^hloro-anilino)^-(4-methoxycarbonylmethoxy-phenyl)-7H-pyrrolo[2,3-d]- 
pyrimidine, m.p. 262-264°C, 

t) 4-(3K^loro-anilino)-6-(3-methoxycartx>nytmethoxy^ 
pyrimidine, m.p. 225-227°C. 

u) 6-carboxy-4-(3-chloro-anilino)-7H-pyrroio[2 f 3-d]pyrimidine, m.p. >290°C, FAB-MS: 
(M+H)+ = 289, 

v) 4-(3^loro-anilino)^^thoxycarbonyl-7H^yrrolo[2,3-d]pyrimidine f m.p. >290°C, 
FAB-MS: (M+H)+ = 317, 

w) 6-n-butylaminocart>onyl-4-(3-chlcro-anHinoV^ m.p. 282- 

284°C, FAB-MS: (M+H)+ = 344, 

x) 4-(3^loro-anilino)-6-(4-ethoxycarbonyl-phenyl)-7H^ 
m.p. >300°C, FAB-MS: (M+H)+ = 393, 

y) 6-(4-carboxy-phenyl)-4-(3-chloro-aniIino)-7H-pyrrolo[2,3-d]pyrimidine f m.p. >300°C, 
R f = 0.47 (ethyl acetate/methano! [6:4]), 
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z) 6-ben2ylaminocarbonyM-(3-chloro-anilino)-7H-pyrrolo[2 f 3-d]pyri^ 
m.p. (decomp.) 295°C. FAB-MS: <M+H)+ = 378, 
za) 4-<3-chloro-anilino)-6-(N^ 

(cf. Example 45), m.p. 304-306°C, FAB-MS: (M+H)+ = 358, 

zb) 5-(anilino-methyl)-4-(3-chloro-anllino)-7H-pyrrolo[2,3-d]pyrimidine and 
zc) 5-(anllino-methyl)-4-(3-chloro-anilino)-6-^^ 

The above-mentioned compounds of Examples 20a, 20d, 20e, 20f f 20g, 201 and 20m 
are preferably obtained by reduction of the corresponding nitro compound with Raney 
nickel analogously to Example 18. 

Example 21: 6-(4"AcetviamlnO"PhenvlM-(3-chloro«anllinoV-7H-pvrrolor2.3-dl« 
pyrimidine (cf. Example 20j) 

0.05 ml (0.56 mmol) of acetic anhydride is added to 0.2 g (0.56 mmol) of 6-(4-amino- 
phenyl)-4-(3-chloro-anHino)-7H-pyrroIo[2,3-d]pyrimidine suspended in 0.5 ml of 
pyridine, and the reaction mixture is stirred at 0°C for 1 hour until no starting material 
is left in the TLC. The reaction mixture is poured into 50 ml of ice-water, and the 
precipitate is filtered off and washed with hexane. The crude product is chromato- 
graphed on a silica gel column. The title compound is crystallised from THF/ethyl 
acetate/hexane; m.p. > 310*C; MS: (M)+ = 377; - r=~- - 

Example 22: The following compounds are prepared analogously to Example 1 or to 
the other Examples given thereafter 

a) 4-(3-chloro-anilino)-6-(4-propionylamino-phenyl)-7H-pyrrolo[2,3-dlpyrimidine 
(prepared analogously to Example 21); 

m.p. > 300°C; MS: (M)+ = 391 , 

b) 4-(3-<^loro-anilino)-6-(3-propionylamino-phenyl)-7H-pyiTolo[2,3-dlpyrimidin 
(prepared analogously to Example 21); m.p. > 300°C, MS: (M) + = 391, 

c) (R)-6-(4-acetylamino-phenyl)-4-{(1-phenyl-ethyl)-aminoJ-7H-pyrrolo[2 t 3-d]pyrimidine 
(prepared analogously 'to Example 21); m.p. 304-305°C; MS: (M) + = 371, 

d) (R)-4-I(1-phenyl-ethyl)-amino]^(4-propionylamino-phenyl)-7H-pyrrolo[2 f 3-dJ- 
pyrimidine; MS: (M) + = 385 (cf. Example 28a) and 
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e) (R)-6-(3-ac»tylamino-phenyl)^-[(1^henyl-eth^^ 
m.p. 150-180°C; MS: (M)+ = 371. 

Example 23: 4^3^hloro-anilinoy^4-isobu^ 
pyrimldine 

0.2 g (0.56 mmol) of 6-(4-amino-phenylH-(3^h!oro-anilino)-7H-pyrrolo[2^-d]pyrimid- 
ine and 0.064 ml (0.62 mmol) of isobutyric acid chloride are stirred at 0°C for 2 hours 
with 1 ml of abs. dimethylacetamide until there is no starting material left in the TLC. 
The reaction mixture is poured into 20 ml of ice-water and the product precipitates. 
The product is extracted with approximately 50 ml of ethyl acetate, approximately 2 ml 
of THF and 20 ml of 5 % aqueous NaHC0 3 solution. The organic phase is washed 
with water, dried and concentrated by evaporation, the desired compound crystallising 
out. The precipitate is filtered off and washed with cold ethyl acetate. More title 
compound is obtained from the mother liquor by the addition of hexane; m.p. > 300°C; 
MS:(M)+ = 405. 

Example 24: The following compounds are prepared analogously to Example 23: 

a) 4-(3-chloro-anllino)^-(4-pivaloylamino-phenyI)-7H-pyrrolo[2,3-d]pyrimidine; 
m.p. > 300°C; MS: (M)+ = 419, " 

b) 4-(3-chloro-anilino)^4-(DL-2-mB^ 
pyrimidine; m.p. > 300°C; FAB-MS: (M*H)+ = 420, 

c) 4^3<*i!oro-anilino)-6^4-isovalerylamm^ 
m.p. > 300°C; MS: (M)+ = 419 and 

d) 4-(3-<^!oro-anilino)-6-(3-isobutyrylam 
m.p. > 300°C; MS: (M)+ = 405. 

Example 25: 4^3-Chloro-ani»no)-6-(4-ethvlamino>phenvlWH> PViTolor2^-dV 
pyrimldine 

At 5°C, 110 nl (1.93 mmol) of acetaldehyde are added to 0.3 g (0.89 mmol) of 6-(4- 
amino-pheny!)-4-(3-chloro-anilino)-7H-pyrrolo[2 f 3-dlpyrimidine dissolved in 15 ml of 
THF and the reaction mixture is stirred at 5°C for 24 hours; (orange solution). Then 
75 mg (1.15 mmol) of sodium cyanoborohydride are added. The reaction solution is 
stirred for a further 5 hours at room temperature and then concentrated by 
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evaporation in vacuo. The residue is taken up in ethyl acetate and adjusted to pH 2 
with 1N HCI. The ethyl acetate phase is washed with water, dried and concentrated by 
evaporation. The crude product is chromatographed over a silica gel column. The title 
compound is crystallised from methanol/hexane or ethyl acetate/hexane; m.p. 265- 
270°C;MS: (M)+ = 363. 

Example 26: The following compounds are prepared analogously to Example 25: 

a) (R)-6-(4-diethytamino-phenyl)-4-[(1 -phenyl-ethyl)-amino]-7H-pyrrolo[2 f 3- 
dlpyrimidine; m.p. 286-287°C; MS: (M)+ = 386, 

b) 4-(3-chloro-anilino)-6-(4-dimethylamino-phenyl)-7H-pyrrolo[2,3-d]pyrimidine; 

m.p. 279-282°C; MS: (M) + = 363 (formed during the reaction of 6-(4-amino-phenyl)-4- 
(3-chloro-anilino)-7H-pyrrolo[2,3-d]pyrimidine with formaldehyde), 

c) 4-(3-chloro-anilino)-6-(3-ethylamina^henyl)-7H-pyrrolo[2,3-<qpyrimidine; MS: 
(M)+ = 363 and 

d) 6-(4-dimethylamino-phenylM-K1-phenyl-^ 

Example 27: Reduction of the corresponding nitro compound with Raney nickel 
analogously to Example 18 yields the following compounds: 

a) 6-(4-amincHphenyl)^-(3-methyl-ben2ylamino)-7H-pyrrolo[2,3-d]pyrimidine, m.p. 
291-293°C; FAB-MS: {M+H) + = 330, 

b) (R)-6-(3-amino-phenyl)-4-l(1 -phenyl-ethyl)-amino]-7H-pyrrolo[2,3-d]pyrimidine, 
amorphous, FAB-MS: (M+H)+ = 330, 

c) (R,S)-6-(4-amino-phenyt)-4-[(1-(3-chloro-ph 
pyrimidine. m.p. 281-283°C; FAB-MS: (M+H)+ = 364. 

Example 28: The following compounds are prepared analogously to Example 21 : 

a) (R)-4-[(1-phenyl-ethyl)-amino]-6-(4-propionylamino-phenyl)-7H-pyrrolo[2,3-d]- 
pyrimidine, MS: (M) + = 385 (cf. Example 22d), 

b) (R)-4-((1-phenyl-ethyl)-amino]-6-(3-propionytamino-phenyl)-7H-pyrrolo[2,3-d]- 
pyrimidine; MS: (M)+ = 385. 
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Example 29: The following compounds are prepared analogously to Example 23: 

a) (RH-(3-isobutyrylamino-phenyl)-4-[(1-phe 
pyrimidine, m.p. 206-208°C; FAB-MS: (M+H)+ = 400, 

b) (R)-6-(4-isobutyrylamino-phenyl)-4-[(1-pheny^ 
pyrimidine, m.p. 296-297°C; FAB-MS: (M+H)+ = 400, 

c) (R)-6-(4-pivaloylamino-phenyl)-4-[(1-phenyl-ethy0^^ 
pyrimidine, m.p. > 300°C; FAB-MS: (M+H)+ = 414 and 

d) (R)-6-(3-pivaloylamino-phenyl)-4-[(1 -phenyl-ethyl)-amino}-7H-pyrrolo[2 f 3-d]- 
pyrimidine, m.p.148-152°C; FAB-MS: (M+H)+ = 414. 

Example 30: 4^3^htoro^nlllno)^4^thoxvcart>onvl-phenvl)-7H^vrrolor2.3^V 
pyrimidine 

900 mg (2.95 mmol) of 4K^loro-6-(4-ethoxycarbonyl-phenyl)-7H-pyrrolo[2 f 3-d]- 
pyrimidine are heated under reflux for 2.5 hours with 0.63 ml (6 mmol) of 3-chloro- 
aniline and 22 m! of n-butano!. The title compound is either chromatographed on a 
column of silica gel or crystallised from tetrahydrofuran/diethyf ether; m.p.: > 300°C; 
FAB-MS: (M+H)+ = 393. 

The starting material is prepared as follows: 

Step 30.1: 2-Amino-3-ethoxvc^ffconvl-5^4-ethoxv carbonvl-DhenvlV1H^vTOle 
Analogously to Step 8.1, 4.92 g (29.5 mmol) of 2-amidino-acetic acid ethyl ester 
hydrochloride in 40 ml of absolute ethanol are reacted with 2.0 g (29.5 mmol) of * 
sodium ethanolate and 4.0 g (14.8 mmol) of 2-bromo-(4-ethoxycarbonyl)- 
acetophenone to form the title compound; m.p.: 150-151 °C; MS: (M)+ = 302. 

Step 30.2: 6-(4-Ethoxvcarbonvl-phenvl>-7H-pyrrolof2.3-dlPvrimidin-4^ol 
Analogously to Step 8.2, 2.6 g (8.6 mmol) of 2-amino-3-ethoxycartoonyl-5-(4-ethoxy- 
carbonyl-phenyl)-1 H-pyrrole are heated at 150°C under a protective gas overnight 
with 19 ml of formamide, 8 ml of DMF and 0.6 ml of formic acid. WorWng-up 
analogously to Step 8.2 yields the title compound; m.p.> 250°C; FAB-MS: (M+H) + = 
284. 
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Step 30.3: 4-Chloro-6-f4^thoxvcarbonvl-phenviV7H-Pvrrolof2.3Kf|pvrimidtne 
Analogously to Step 8.3, 1 .45 g of 6-(4-ethoxycarbonyl-phenyl)-7H-pyrrolo[2,3- 
d]pyrimidin-4-ol in 15 ml of phosphorus oxychloride are heated under a protective gas 
for 2 hours and worked up, yielding the title compound; m.p.: 250°C (decomp.): TLC- 
R f = 0.63 (ethyl acetate/hexane [1 :1]); FAB-MS: (M+H) + = 302. 

Example 31 : 4^3^hloro*anilino>^^3-ethoxvcarbonvl»phenvlV7H->pvrrolor2.3Hil- 
pyrimidine 

The title compound is obtained analogously to Example 30; m.p.: > 300°C; TLC-R f = 
0.66 (ethyl acetate/hexane [1:1]); FAB-MS: (M+H)+ = 393. 

The starting material is obtained as follows: 

Step 31.1: 2-Am8no-3-ethoxvcaitoonvl-5-{3^th 

The title compound is obtained analogously to Step 30.1 ; m.p.: 1 36-137°C; TLC- 
Rf = 0.37 (ethyl acetate/hexane [1:1]); MS: (M)+ = 302. 

Step 31 .2: 6-f3-Ethoxycait>on^-phenyl>-7H-pyrrolor2.3-d)pyrimidin-4-ol 

The title compound is obtained analogously to Step 30.2; m.p.: > 250°C; TLC-Rf = 

0.29 (ethyl acetate/hexane [1:1]); FAB-MS: (M+H)+ = 284. - — 

Step 31.3: 4»Chloro-6-f3-ethoxvcarbonvl-phenyt>-7H-Pvrrolor2.3-d]pvrimidine 

The title compound is obtained analogously to Step 30.3; m.p. > 250°C; TLC-Rf = 0.62 

(ethyl acetate/hexane [1 :1]); FAB-MS: (M+H)+ = 302. 

Example 32: 4-(3-Chtoro-anllino)«6-f4-carboxv-phenvlV»7H-PVfTolor2.3-dV 
pyrimidine 

(see Example 20y) 

0.2 g (0.51 mmol) of 4-(3-chloro-anilino)-6-(4-ethoxycarbonyl-phenyl)-7H-pyrrolo- 
[2,3-dJpyrimidine, dissolved in 1 .2 ml of absolute ethanol, is heated under reflux with 
62.7 mg (1.52 mmol) of lithium hydroxide, dissolved in 1 ml of water, until, in the TLC, 
all the starting material has disappeared (12 hours). The solution is cooled to RT and 
adjusted to pH 2 with 1N NaOH solution, the desired product precipitating and being 
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filtered off. The title compound is recrystallised from ethanol/water or THF/hexane; 
m.p.: > 300°C; R ( = 0.47 (ethyl acetate/methanol [60:40]), FAB-MS: (M+H) + = 365. 

gxanmlg 33: 4-f3^hloro-anflinoV^3-ca^ 
ovrimidine 

The title compound is obtained analogously to Example 32; m.p,: > 300°C; R f = 0.5 
(ethyl acetate/methanol [60:40]); FAB-MS: (M+H) + = 365. 

Example 34: 4^3^hlorcHanllinoV6-(4»methoxvcarbonvl-phenvn-7H-pvrrolo- 
[2 3-dlpvrimidine 

0.5 g (1.37 mmol) of 4-(3^hloro-anilino)-6-(4-carboxy-phenyl)-7H-pyrrolo[2,3-d]- 
pyrimidine suspended in 100 ml of methanol is heated under reflux for 24 hours with 
0.1 ml of concentrated sulfuric acid. The solution is concentrated and stirred in 
methanol/diethyl ether The crystals are filtered off and then suspended in methanol/- 
water. The suspension is adjusted to pH 7-8 with sodium hydrogen carbonate solution 
and stirred at RT for 30 min. The crystals are filtered off with suction, washed with 
water, methanol and diethyl ether and dried. The title compound is obtained in the 
form of colourless crystals, m.p. >300°C; TLC-R, = 0.6 (toluene/ethyl acetate [3:7]); 
FAB-MS: (M+H)+ = 378. 

Example 35: The following compounds~are preparedlanalogously to Example 3?F 

a) 4-(3-chloro-anilino)-6-(4-ethoxycarbonyl-ph 
m.p.: > 300°C; FAB-MS: (M+H)+ = 393, 

b) 4-(3-chloro-anilirro)-6^4-propyloxycartoo 

m.p.: > 250°C f R, = 0.41 (ethyl acetate/hexane [1:1]); FAB-MS: (M+H) + = 407, 

c) 4-(3-chloro-anilino)-6-(4-isopropyioxyc»rt 

m.p.: > 250°C; R f = 0.41 (ethyl acetate/hexane [1:1]); FAB-MS: (M+H) + = 407 and 

d) 4-(3-chloro-aniltno)-6-(4n^ 

m.p.: > 250°C; R f = 0.48 (ethyl acetate/hexane [1:1]); FAB-MS: (M+H)+ = 421. 
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Example 36: 4»f3'Ch loro-anilinoV6-r4>dimethvlamlnocarbonvl-Dhenvn»7H> 
Pvrrolor2.3-d1pyrim»dine 

369 mg (1.01 mmol) of 6-(4^arboxy-phenylH-(3-chloro-anilino)-7H-pyrrolo[2,3-d]- 
pyrimidine, 0.4 ml (2.3 mmol) of dimethylamine and 0.3 ml (1.51 mmol) of DEPC 
(Aldrich) in 10 ml of DMF are stirred at RT for 1 hour. The brown suspension is diluted 
with water and filtered and the crystals are washed with water, methanol and diethyl 
ether. The title compound is obtained in the form of colourless crystals, m.p. > 250 P C; 
FAB-MS: (M+H)+ = 392. 

Example 37: 4-(3-Chloro-anilino^-6W4-diethviaminocarbonvl-phenvlV7H- 
pyrro(or2.3-d]pvrimidine 

The title compound is obtained analogously to Example 8; m.p. > 250°C; FAB-MS: 
(M+H)+ = 420. 

Example 38: The following compound is prepared analogously to Example 25: 

4-(3-chloro-anilino)-6-(3-dimethylamino-phenyl)-7H-pyrrolo[2,3-d]pyrimidine; m.p. 282- 
284°C; MS: (M)+ = 363. 

Example 39: (RV6W4-H vdroxv-phenvlM>rn-phenvi-ethvlVaminoV7H>Dvrrolo- 
r2,3-dlpvrimidine 

The title compound, in the form of a colourless powder, is obtained analogously to 
Example 10 by removing the methyl group from (R)-6-(4«methoxy-phenyl)-4-[(1- 
phenyl-ethyl)-amino]-7H-pyrrolo[2,3-d]pyrimidine with boron tribromide; m.p. 216- 
21 8°C; FAB-MS: (M+H)+ = 331 . 

The starting material is prepared as follows: 

Step 39.1 : (R)-6-(4-Methoxv-phenvn-4-fn-phenvl-ethvh-amino1-7H-pyrrolor2.3-dl- 
pyrimidine 

The title compound is obtained analogously to Example 8 or 9 from 4-chloro-6-(4- 
methoxy-phenyi)-7H-pyrrolo[2 f 3-d]pyrimidine and (R)-(+)-1-phenyl-ethylamine in 
n-butanol; m.p. 256-257°C; FAB-MS: (M+H)+ = 345. 
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Example 40: 4-f3-Chloro-anilino)>5-dimethvlaminomethvl>6-(4-hvdroxv>phenvl^ 
7H-Pvrrolof2.3-dTpvrimidIne 

The title compound is obtained analogously to Example 3 from 4-(3-chloro-anilino)-6- 
(4-hydroxy-phenyl)-7H-pyrrolo[2,3^]pyrimidine and N f N-dimethyl-methyleneimmonium 
iodide; m.p. 243-244°C, MS: (M)+ = 393. 

Example 41: 4^3^hloro-anitino)-6^thoxvcarbonvl-7H-pvtTolor2,3-dlpyrimidine 
Under an argon atmosphere, 29.0 g (128 mmol) of 4-chloro-6-ethoxycarbonyl-7H- 
pyrrolo[2,3-d]pyrimidine and 18.0 ml (171 mmol) of 3-chloro-aniline in 430 ml of 
n-butanol are stirred at 100°C for 3 hours (almost dissolved after « 1 hour, then a thick 
suspension forms). The reaction mixture is cooled to « 50°C, then 400 ml of 
isopropanol/hexane (1:1) are added thereto. The reaction mixture is then cooled to RT 
and the product is filtered off and washed with isopropanol and hexane. Stirring from 
diethyl ether yields the title compound: 1 H-NMR (DMSO-d 6 ) 13.0 and 10.53 (2 sb. 
2HN). 8.48 (s, 1H), 8.13 (m, 1H) f 7.78 (dm, J=B, 1H) f 7.76 (s, 1H), 7.45 (t f J=8 f 1K), 
7.21 (dm, J=8, 1H), 4.37 (q, J=7. 2H) f 1.37 (t, J=7, 3H). 

The starting material is prepared as follows: 

Step 41.1: 2> Amino-3.S-bis(ethoxvcarbonvtt>1HH>vrrole - _ ^ ' — : 1 1 
At 0-5°C, 56.0 g (0.43 mol) of 2-amidino-acetic acid ethyl ester [for preparation see: 
UebigsAnn. Chem., 1561 (1981)] are introduced into 172 ml of DMPU. 56.0 ml (0.45 
mot) of bromopyruvic acid ethyl ester are added dropwise thereto within the course of 
30 min and the reaction mixture is then heated at 60°C for 3 hours. The dark-brown 
reaction solution is poured into 1 litre of ice-water and extracted with 1 litre of ethyl 
acetate and.twice with 0.5 litre of ethyl acetate each time. The organic phases are 
washed three times with 0.5 litre of water and 0.5 litre of brine, dried (Na2SC>4) and 
concentrated by evaporation. Column chromatography (S1O2, hexane/ethyl acetate 
[1:1]) and crystallisation from diethyl ether/hexane yield the title compound; m.p. 147- 
149°C; MS: (M)+ = 226*. 
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Step 41.2: 6-Ethoxvcarbonvl-4-hvdroxy>7H-pyrrolof2.3-dlpvrimidine 
With the exclusion of air, 51.5 g (227 mmol) of 2-amino-3 f 5-bis(ethoxycarbonyl)-1H- 
pyrrole, 455 ml of fonmamide, 227 ml of DMF and 1 13 ml of formic acid are stirred at 
140°C for 27 hours. The resulting yellow suspension is cooled to 0-5°C. Filtering and 
washing with isopropanol and hexane yield the title compound; 1 H-NMR (DMSO-dg): 
13-12 (2 HX), 7.99 and 7.1 1 (2s, 2H) f 4.31 (q, J=7 t 2H), 1.32 (t, J=7, 3H). 

Step 41 .3: 4-Chloro-6'ethoxvcartx>nvl-7H-Dvrrolof2.3-dlDvrimidine 
Under an N2 atmosphere, 32.0 g (154 mmol) of 6-ethoxycarbonyl-4-hydroxy-7H- 
pyrrolo[2,3-d]pyrimidine are suspended at RT in 308 ml (338 mmol) of POCI3 and, 
with stirring, heated at 120°C, during which the solid dissolves. After 3 hours' stirring 
at 120°C, the excess POCI3 is distilled off (65°C external temperature; 15 mbar). The 
residue is suspended in 50 ml of ice-cold toluene, filtered and washed with toluene to 
yield the title compound; m.p. 21 9-221 °C; 1 H-NMR (DMSO-d 6 ) Q- 77 an( * 7 -24 (2s, 
2H), 4.39 (q. J=7, 2H). 1.36 (t, J=7, 3H). Further product can be obtained from the 
filtrate by concentrating by evaporation and then stirring in ethyl acetate/water. 

Example 42: 6-Carboxy-443-ch»oro-anilinoV7H-pvrrolor2.3-iJ1pvrimidine 
A solution of 25 mg (0.6 mmol) of UOH H2O irrO.4 ml of H2O is added dropwise to a 
suspension of 95 mg (O30 mmol) of 4=(3-chloro-anilina)-€-ethoxydarbonyr-7H- 
pyrrolo[2,3-d]pyrimidine in 0.7 ml of methanol. The reaction mixture is heated at 
boiling for 4.5 hours, then cooled in an ice-bath and acidified with 0.6 ml of 1 N HCI 
solution. Filtering and washing with Water yield the title compound; HPLC: 
t Ret (Grad 2 o) = 8.7; FAB-MS: (M+H)+ = 289. 

Example 43: 6-(N^-BLiWl^arbamovlM-<3-chloro-aniHno>-7H-Pvrrolor2.3-d1pvri- 
midine 

95 mg (0.30 mmol) of 4-(3-chloro-anilino)^-ethoxycarbonyl-7H-pyrrolo[2 f 3-d]pyrimid- 
ine in 1 ml of n-butylamine are heated at 60°C for 20 hours. The pale-yellow solution 
is concentrated by evaporation and the residue is stirred with isopropanol, filtered and 
washed with hexane, yielding the title compound; m.p. 282-284°C; TLC-Rf = 0.45 
(CH 2 CI 2 /methanol 10:1); FAB-MS: (M+H)+ =344. 
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Example 44: 6>Benzviaminocarbonv»-4^3-chtoro»anftino>-7H-PViTOlor2.3-dlDvri» 
midine 

95 mg (0.30 mmol) of 4-(3^hloro-anilino)^^thoxycarbonyl-7H-pyrroloI2,3HJ]pyrimid- 
ine and 0.5 ml of benzylamine are heated at 100°C for 27 hours. The reaction mixture 
is cooled in ice-water, stirred with 1 ml of isopropanol and 1 ml of hexane. filtered and 
dried, yielding the title compound; FAB-MS: (M+H)+ = 378. 

Example 45: 4^3-Chloro-anilinoV^r^3-methvl-but>1-vl)-carbamovl1>7H- 
pvrrolor2.3-dlpvrtmldlne (cf. Example 20za) 

95 mg (0.30 mmol) of 4-(3-chloro-anilino)-6-ethoxycarbonyl-7H-pyrrdlo{2 f 3-d]pyrimid- 
ine in 1 ml of (3-methyl-but-1-yl)-amine are heated at 80°C for 12 hours. The reaction 
mixture is concentrated by evaporation, the residue is dissolved in THF, concentrated 
by evaporation again, stirred with diethyl ether and filtered, yielding the title 
compound; m.p. 304-306°C; FAB-MS: (M+H)+ = 358. 

Example 46: 4-(3-Chloro^nlllno>^N.N-dimethv»H;ati3amovl>-7H<»vrrolor2.3KfV 
pyrimldlne 

Under a N 2 atmosphere, 97.6 mg (0.338 mmol) of 6-carboxy-4^(3-chloro-anilino)-7H- 
pyrrolo[2,3-d]pyrimidine are introduced into 7'ml of DMF, and 1 19 mg (0.40 mmol) of 
TPTU and a solution of 1 64 mg (33 % in ethanol; 1 J2 rnmotfof dimethylamine in 1 ml r 
of DMF are Is added thereto. After 2 hours, a further 30 mg of TPTU is added to the 
reaction solution, which is then stirred at RT for 2 days, then poured into 30 ml of ice- 
water, stirred, filtered and washed with water to yield the title compound; HPLC: 
tRet(Grad 2 o) = 95; TLC-Rf = 0.38 (CH^ymethanol [10:1]); FAB-MS: (M+H)+ = 316. 

Example 47: 6-Amlnocarbonvi-4-(3-chloro-anllinoV7H-Pvrrolor2^-dlpvrimldine 

In an autoclave, 90 mg (0.285 mmol) of 4-(3-chforO-anilino)-6-ethoxycarbonyl-7H- 
pyrrolo[2 f 3-d]pyrimidine in 30 ml of methanol and - 5 g of ammonia are heated at 
120°C for 48 hours. Silica gel is added to the reaction mixture, which is then concen- 
trated by evaporation, applied in the form of a powder to a column of silica gel and, 
finally, eluted with methylene chloride/methanol/THF (210:35:10). Filtering with 
methanol through an aluminium oxide column (basic) and stirring in ethyl acetate yield 
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the title compound; HPLC: tR e t( Gra ^20) = 8.1; TLC-Rf = 0.16 (CH 2 CL/methanol 
[10:1]); high-resolution MS: (M+H)+ = 288.0669 (calc. 288.0652). 

In an alternative manner the title compound is obtained as follows: 
A mixture of 2.165 g (7.5 mmol) of 6-carboxy-4-(3-chloro-anilino)-7H-pyrrolof2.3- 
d]pyrimidine (cf. example 42) in 60 ml of THF and 10 ml of DMPU is refluxed for 30 min and 
then cooled to 0 °C (-» fine suspension). Then 824 \x\ (7.5 mmol) of N-methylmorpholine 
followed by 981 pJ (7.5 mmol) of isobutyl chloroformate in 10 ml of THF are added 
dropwise. After 1 h at 0 °C again 824 *il N-methylmorphoiin and 981 jil /sobutyl 
chloroformate are added. The mixture is stirred for 1 h and is then added dropwise to 70 ml 
of a saturated solution of NH3 in dioxane. After 3 h the mixture is concentrated in vaccuo. 
The residue is poured into water, the precipitation filtered and washed with water and 
boiling /so-propanol, yielding the title compound. More product can be isolated from the iso 
propanol filtrate. 

Example 4B: 4^3^hloro^nHinoy-6Hnethviamtnoca^ 
mldine 

In a bomb tube, 95 mg (0.30 mmol) of 4-(3-chloro-anilino)-6-ethoxycarbonyl-7H- 
pyrrolo[2 f 3-d]pyrimidine in 6 ml of methylamine (33 % in ethanol)~are heated at 50°C" 
for 96 hours. The reaction mixture is concentrated by evaporation. PreparafiveTlPLC 
and stirring in diethyl ether yield the title compound; HPLC: tR e t( Qrad 20) - 8.6; 
TLC-Rf = 0.49 (CHaCfc/THF/ethanol [6:2:1]); FAB-MS: (M+H)+ = 302. 

Example 49: 4"f3-Chloro-anIlinoV6-hvdroxvmethvt-7H-pyrrolor2.3-dlpvrimidine 
Under a N2 atmosphere, 1.4 g (37 mmol) of lithium aluminium hydride are added in 
portions to 5.70 g (18 mmol) of 4-(3-chloro-anilino)-6-ethoxycarbonyl-7H-pyrrolo[2 f 3- 
djpyrimidine in 300 ml of THF. After 2 hours' stirring at 50°C, 100 ml of water are 
added dropwise to the reaction mixture, which is then filtered through Celite. Water is 
added to the filtrate, which is then extracted three times with ethyl acetate. The 
organic phases are washed three times with water and brine, dried (MgSC>4) and 
concentrated by evaporation. Recrystallisation from isopropano! yields the title 
compound; HPLC: t Ret (Grad 2 o) = 8.2; TLORf = 0.1 1 (CH 2 CI 2 /methanol [10:1]); MS: 
(M)+ = 274. 
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Example SO: 4^3^hloro-anilino>-6>formvh7H>Pvrrolor2.3-dlpvrimidine 
With ice-cooling, 1 .9 g of manganese dioxide (85 %) are added to a suspension of 
715 mg (2.6 mmol) of 4-(3^hloro-anilino)^-hydroxymethyl-7Hi3yrrolo[2,3-cqpyrimidine 
in 170 ml of methylene chloride and the reaction mixture is stirred at RT for 20 hours. 
Then 20 ml of DMPU are added to the reaction mixture, which is stirred for 1 hour and 
then filtered through Hyflo, The filtration residue is stirred again in 50 ml of methylene 
chloride/DMPU (1:1) (1 hour) and filtered again. The two filtrates are combined, 
concentrated by evaporation and taken up in ethyl acetate/THF and water. The 
aqueous phases are extracted twice with ethyl acetate and the organic phases are 
washed four times with water and brine, dried (MgSC>4) and concentrated by 
evaporation to a residual volume of « 20 ml. The addition of diethyl ether and filtration 
yield the title compound; HPLC: t Ret (Grad 20 ) = 10-1; TLC-Rf = 0.24 
(CH 2 CI 2 /methanol [10:1]). 

Example 51: (R>^Ethoxvcail3onvl^ri-Phenvl^thv1amlno]-7H^viTolor2.3^D\n1> 
mldlne 

Under a N 2 atmosphere, 902 mg (4.0 mmol) of 4-chk>ro-6^thoxycarbonyl-7H-pyrrolo- 
[2,3-d]pyrimidino-(Step 41.3) and 1.12 ml (8.8 mmol) of 1 (R)-phenyl-ethyiamine in 
10 ml of n-butanol are stirred at 150°C for 1-7 hours (initially dissolved, then thick 
suspension). The reaction mixture is cooled and the title compound is then filtered off 
and washed with isopropanol and hexane; HPLC: tR et (Grad 2 o) = 10.6; TLC-Rf = 0.49 
(CH 2 Cl 2 /methandinO:1l); FAB-MS: (M+K)^= 311. ' ^ ~ " 

Example 52: f R)^6-Methylaminocarbonvl-4-ri-phenvl-ethvlamino1'7H-pvrrolo- 
r2.3-d1pvrimidine 

In a bomb tube, 155 mg (0.50 mmol) of 6-ethoxycarbonyl-4-[1(R)-phenyl-ethylamino]- 
7H-pyrrolo[2,3~d]pyrimidine and 2.5 mg (0.05 mmol) of NaCN in 4 ml of methylamine 
(33 % in ethanol) are heated at 50°C for 30 hours. The reaction mixture is dissolved in 
THF, 25 ml of water are added thereto and concentration by evaporation is carried out 
to a residual volume of = 25 ml. The resulting crystals are filtered off and washed with 
water. Recrystallisation from hot THF and ethyl acetate yields the title compound; 
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HPLC: t Ret (Grad 2 o) = 8.3; TLC-Rf = 0.31 (CH 2 CI 2 /methanol [10:1]); FAB-MS: 
(M+H) + m 296. 

Example 53: The following compounds are obtained analogously to the processes 
described in this text: 

a) (R)-6-carbamoyl-4-[i -phenyl-ethylamino]-7H-pyrrolo[2 f 3-d]pyrimidine, 

b) (R)-6-<yano-4-[1-phenyl-ethylamino]-7H-pyrrolo[2 f 3-d]pyrimidine [obtainable from 
compound a) above], 

c) 4-{3-chloro-anilino)-6-cyano-7H-pyrrolo[2 f 3-d]pyrimidlne [obtainable from the 
compound described in Example 47; cf. Example 54], 

d) (R)-6-formyl-4-[1 -phenyl-ethylamino]-7H-pyrrolo[2 f 3-d]pyrimidine, 

e) (R)-6-aminomethyl-4-[1-phenyJ-ethylamino}-7H-pyiTolo[2 f 3Kl]pyrimidine [obtainable 
from compound d) above by reductive amination], 

f) 6-arninomethyl-4-(3-<^loro-anHino)-7H^yrrolo[2 t 3-d]pyrimidine [obtainable from the 
compound described in Example 50 by reductive amination], 

g) 4-(3-chloro-anHino)-6-(dimemylamino-meto^ 

h) 6-(dimethylamino-methytM-{1(R)-pheoyl-eth^ 

i) 6-(piperazino-methyl)-4-{1 (R)-phenyl-ethylamino]-7H-pyrrolo[2 f 3-d]pyrimidine f and 
i) 4-(3-chloro-anilino)-6-(piperazino-methyl)-7H-pyrrolo[2 f 3-d]pyrimidine. 

Example 54: 4-f3-Chlor>aniHnoV6-cvano>7H-pviTolor2.3K»pvrimldin (cf. Example 53c) 
To 1 .048 g (3.6 mmol) of 6-aminocarbonyl-4-(3-chloro-anilino)-7H-pyrrolo[2 f 3-d]pyrimidine 
(cf. example 47) and 0.7 ml of N.N-dimethyl-acetamide are added 13 ml of phosphorus 
oxychloride. After stirring for 1 h at room temperature and 4 h at 100 °C the reaction mixture 
is poured into an ice cooled saturated solution of NaHCX>3. Extraction with ethyl acetate 
(3x), washing of the organic layers with saturated NaHCC>3 solution, water and brine, drying 
(Na 2 S04) and concentration results in a solid. Column chromatography (Si0 2 ; ethyl 
acetate) and stirring of the crude product in diethyl ether and hexane afford the title 
compound; m.p. 284-287 °C; TLC-Rf = 0.71 (CH 2 CI 2 /methanol [10:1]); HPLC: 
t Ret (GrBd 20 )=11.8. 
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Examole 55: 4^3^hloro-anilino)^methoxvmethvt-7H-pvrrolof2.3<llPvrimidtne 

To an ice cooled suspension of 82.5 mg (0.30 mmol) of 4-(3-chloro-anilino)-6- 
hydroxymethyl-7H-pyrrolo[2,3-d]pyrimidin (cf. Example 49) in 5 ml of diethyl ether are added 
under argon 14 pil (0.15 mmol) of phosphorus tribromide. After stirring for 18 h at 0 °C and 
18 h at RT (-» 4-(3K^loro-aniiino)^^romomethyl-7H--pyrrolo[2,3-dlpyrimidin) > 2 ml of 
methanol are added. The mixture is stirred for 2 h and then 1 ml of sodium methanolate (5.4 
M in methanol) is added dropwise. After 18 h the mixture is concentrated in vacua, the 
residue is redissolved in methanol, silica gel is added and the mixture is evaporated to a dry 
powder. This powder is put on top of a chromatography column (S1O2; Ch^Q^/ethano! 
[2:1]). Eluation with Ch^C^/ethanol [2:1], concentration and washing with ethyl 
acetate/diethyl ether/hexane affords the title compound; m.p. 226-230 °C; TLC-Rf = 0.59 
(CH 2 CI 2 /methanol [1 0:1 1); HPLC: t Ret (Grad 2 o)=9.7. 

Eamjgje 56: 6^N-te/£-BuWtearbamovlV4^3^hto 

To a solution of 144 mg (0.50 mmol) of 6-carboxy-4-(3-chlor-anilino)-7H-pyrTOlo[2 t 3- 
djpyrimidine (cf. Example 42) and 116 pi (1.1 mmol) of fert.-butylamin in 5 ml of DMF are 
added 1 14 [i\ (0.75 mmol) of diethyl cyanophosphonate (Aldrich; Milwaukee/USA). After 4 h 
the reaction mixture is poured onto ice water, stirred for 30 min and finally filtered. The 
residue is redissolved in /so-propanol, treated with charcoal and filtered. Concentration in 
vaccuo and washing with dichloromethane/diethyl ether yields the title compound; HPLC: * 
t Re t(Grad2o)=11.4; FAB-MS: (M+H)+ =344. 

Example 57: 4^3-Chloro-anilinoV^N.N-dSmethvlamlno-methvlV»7H-pvrrolor2^ 
dlpvrimidine } 
A mixture of 109 mg (0.40 mmol) of 4-(3^hloro-anilino)-6-formyl-7H-pyrrolo[2,3-d]pyrimidine 
(cf Example 50), 110 pJ (0.8 mmol) of dimethylamin (33 % in ethanol) and 50 |xl (0.88 mmol) 
of acetic add in 6 ml of methanol and 1 ml DMPU is shaken for 1 h at 50 °C. Then = 20 mg 
of Raney nickel are added and the mixture is hydrogenated at 50 °C. The catalyst is filtered 
off, extensively washed with methanol and the filtrate concentrated. The residue is 
dissolved in ethyl acetate and saturated NaHCC>3 solution, the aqueous layer is separated 
and twice extracted with ethyl acetate. The organic phases are washed with 2x water and 
brine, dried (MgS0 4 ) and concentrated in vacuo. Flash chromatography (S1O2; Ch^C^me- 
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thano! [10:1 -> 8:1]) affords the title compound; TLC-Rf = 0.06 (CH 2 Cl2/methanol [10:1]); 
HPLC: t Re t(Grad 2 o)=7.2. 

Example 58: Using the processes described in this Application, the following 
compounds are obtained: 

a) 6-rarboxy^3K;hloro-anilino)-5-m 

b) 4-(3^hloro-anilino)-6-formyl-5-methyl-7H«pyrrolo[2 l 3Kl]pyrimidine f 

c) 4-(3^hloro-anilino)^-hydroxymethyl-5-methyl-7H-pyrrolo[2 f 3Kl]pyrimidine f 

d) 5K»rtK>xy^K^N° r °- an ffi^^ 

e) 4-(3^hloro-anilino)-5-formyl^-methyl-7H-pyrrolo[2,3-d]pyrimidine t and 

f) 4-(3-chloro-anilino)-5-hydroxymethyl^-m 

Example 59: Drv-filled capsules 

5000 capsules, each comprising as active ingredient 0.25 g of one of the compounds of 
formula I mentioned in the preceding Examples, are prepared as follows: 

Composition 

active ingredient 1250 g 

talcum 180g 

wheat starch 120 g 
magnesium stearate 80 g 
lactose 20 g 

Preparation process: The mentioned substances are pulverised and forced through a sieve 
of 0.6 mm mesh size. 0.33 g portions of the mixture are introduced into gelatin capsules 
using a capsule-filling machine. 

Example 60: Soft capsules 

5000 soft gelatin capsules, each comprising as active ingredient 0.05 g of one of the 
compounds of formula I mentioned in the preceding Examples, are prepared as follows: 



Composition 

active ingredient 250 g 
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Lauroglycol 2 litres 

Preparation process: The active ingredient is pulverised and suspended in Lauroglycol® 
(propylene glycol laurate, Gattefoss6 S.A.. Saint Priest, France) and ground in a wet 
pulveriser to a particle size of approx. from 1 to 3 fim. 0.419 g portions of the mixture are 
then introduced into soft gelatin capsules using a capsule-filling machine. 

Example 61: Soft capsules 

5000 soft gelatin capsules, each comprising as active ingredient 0.05 g of one of the 
compounds of formula I mentioned in the preceding Examples, are prepared as follows: 

Composition 

active ingredient 250 g 
PEG 400 1 litre 

Tween 80 1 litre 



Preparation process: The active ingredient is pulverised and suspended in PEG 400 
(polyethylene glycol having an M, of from approx. 380 to approx. 420, Fluka, Switzerland) 
and Tween*eo (polyoxyethylene sorbitan monolaurate, Atlas Chem. Ind. Inc., USA, supplied 
by Fluka, Switzerland) and ground in a wet pulveriser to a particle size of approx. from 1 to 
3 iim. 0.43 g portions of the mixture are then introduced into soft gelatin capsules using a 
capsule-filling machine 
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What is ctaimed is: 

1. A 7H-pyrrolo[2,3-d]pyrimidine derivative of formula I 



(R)n 

<^3^ (cHRe) ~ 

wherein 
q is 0 or 1 , 

n Is from I to 3 when q is 0 t or n is from 0 to 3 when q is 1 . 

R is halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower 

alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, 

cyano, amino, lower alkanoylamino, lower alkylamino, N,N-dMower alkylamlno or tri- 

fluoromethyl, it being possible when several radicals R are present in the molecule for 

those radicals to be identical or different, 

a) Ri and R 2 are each independently of the other 

a) phenyl substituted by carbamoyl-methoxy, carboxy-methoxy, benzyloxycarbonyl- 
methoxy, lower alkoxycarbonyl-methoxy, phenyl, amino, lower alkanoylamino, lower 
alkylamino, N,N-dWower alkylamino, hydroxy, lower alkanoyloxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-dMower alkyl-carbamoyl, 
cyano or by nitro; 
p) hydrogen; 

Y) unsubstituted or halo- or lower alkyl-substituted pyridyl; 

6) N-benzyl-pyridinlum-2-yl; naphthyl; cyano; carboxy; lower alkoxy carbonyl; 

carbamoyl; N-4ower alkyl-carbamoyl; N.N-di-lower alkyl-cartoamoyl; N-benzyl- 

carbamoyl; formyl; lower alkanoyl; lower alkenyl; lower alkenyloxy; or 

e) lower alkyl substituted by 

ea) halogen, amino, lower alkylamino, piperazino, di-lower alkylamino, 




(0 
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ep) phenylamino that is unsubstituted or substituted in the phenyl moiety by halogen, 
lower alkyl. hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower alkoxycarbonyl, 
carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, cyano, amino, 
lower alkanoylamino. lower alkylamino, N,N-dMower alkylamino or by trifluoromethyl, 
rr) hydroxy, lower alkoxy, cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower 
alkyl-carbamoyl, N.N-di-lower alkyl-carbamoyl, mercapto or 

e5) by a radical of the formula IVS(0),„- wherein R 3 is lower alkyl and m is 0, 1 or 2, or 

b) when q is 0, one of the radicals Ri and R 2 is unsubstituted lower alkyl or unsubsti- 
tuted phenyl and the other of the radicals Ri and R 2 has one of the meanings given 
above in paragraph a) with the exception of hydrogen, or 

c) Ri and R 2 together are C4-C10-1 ,4-alkadienyiene substituted by amino, lower 
alkanoylamino, lower alkylamino, N,N-dWower alkylamino, nitro, halogen, hydroxy, 
lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl- 
carbamoyl, N,N-dWower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienylene 
having up to 9 carbon atoms, or 

d) when q is 1, Ri and R 2 are each independently of the other unsubstituted lower 
alkyl or unsubstituted phenyl or have one of the meanings given above in paragraph 
a), and 

R 6 is hydrogen, lower alkyl, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl 
or N,N-di-k>wer alkyl-carbamoyl, 
or a salt thereof, 

with the exception of the compound of formula I wherein n is 0, q Is 1, Ri and R 6 are 
each hydrogen and R 2 is methyl. 

2. A compound of formula I according to claim 1 wherein 
qisOort, 

n is from 1 to 3 when q is 0, or n is from 0 to 3 when q is 1, 

R is halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, 
cyano, amino, lower alkanoylamino, lower alkylamino, N,N-dMower alkylamino or 
trifluoromethyl, it being possible when several radicals R are present in the molecule 
for those radicals to be identical or different 
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a) Ri is hydrogen and R 2 is phenyl substituted by carbamoyf-methoxy, carboxy- 
methoxy, benzyloxycarbonyl-methoxy, lower alkoxycarbonyl-methoxy, phenyl, amino, 
lower alkanoylamino, lower alkylamino, N f N-di-lower alkylamino, hydroxy, lower 
alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N- 
di-lower alkyl-carbamoyl, cyano or by nitro; unsubstituted or halo- or lower alkyl- 
substituted pyridyl; N-benzyl-pyridinium-2-yl; naphthyl; cyano; carboxy; lower 
alkoxycarbonyl; carbamoyl; N-lower alkyl-carbamoyl; N,N-dMower alkyl-carbamoyl; N- 
benzyl-carbamoyl; formyl; lower alkanoyl; lower alkenyi; lower alkenyloxy; or lower 
alkyl substituted by halogen; phenylamino that is unsubstituted or substituted in the 
phenyl moiety by halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, 
carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower 
alkyl-carbamoyl, cyano, amino, lower alkanoylamino, lower alkylamino, N.N-dMower 
alkylamino or by trifluoromethyl; lower alkoxy, cyano, carboxy, lower alkoxycarbonyl, 
carbamoyl. N-lower alkyl-carbamoyl, N.N-dMower alkyl-carbamoyl, mercapto or by a 
radical of the formula R3-S(0) m - wherein R 3 is lower alkyl and m is 0, 1 or 2, or 

b) when q is 0, one of the radicals R t and R 2 is unsubstituted lower alkyl or 
unsubstituted phenyl and the other of the radicals R t and R 2 has one of the meanings 
given above in paragraph a) with the exception of hydrogen, or 

c) Ri and R 2 together are C4-C10-1 ,4-aikadienylene substituted by lower alkanoyl- 
amino, nitro. halogen, carboxy, lower alkoxycarbonyl. carbamoyl, N-lower alkyl- 
carbamoyl, N,N-dHower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienytene 
having up to 9 carbon atoms, or 

d) when q is 1 , Ri is hydrogen and R 2 is unsubstituted phenyl, and 

R 6 is hydrogen, lower alkyl, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl 
or N.N-di-lower alkyl-carbamoyl, 
or a salt thereof. 

3. A compound of formula I according to claim 1 wherein 
q is 0 or 1 , 

n is from 1 to 3 when q Is 0, or n is from 0 to 3 when q is 1 , 
R is halogen, lower alkyl. hydroxy, lower alkanoyloxy, lower alkoxy, caiboxy. lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-dMower alkyl-carbamoyl, 
cyano, amino, lower alkanoylamino, lower alkylamino, N f N-di-lower alkylamino or 
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trifluoromethyl, it being possible when several radicals R are present in the molecule 
for those radicals to be identical or different, 

a) R Y and R 2 are each independently of the other phenyl substituted by carbamoyl- 
methoxy, carfooxy-methoxy, benzyloxycarbonyl-methoxy, lower alkoxycarbonyl- 
methoxy, phenyl, amino, lower alkanoylamino, lower alkylamino, N,N-dMower 
alkylamino, hydroxy, lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N- 
lower alkyl-carbamoyl, N f N-di-lower alkyl-carbamoyl, cyano or by nitro; hydrogen; 
unsubstituted or halo- or lower alkyl-substituted pyridyl; N-benzyi-pyridinium-2-yt; 
naphthyl; cyano; carboxy; lower alkoxycarbonyl; carbamoyl; ISHower alkyl-carbamoyl; 
N,N-di-lower alkyl-carbamoyl; N-benzyl-carbamoyl; formyl; lower alkanoyl; lower 
alkenyl; lower alkenyloxy; or lower alkyl substituted by halogen, amino, lower 
alkylamino, piperazino, di-lower alkylamino, hydroxy, lower alkoxy, cyano, carboxy, 
lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N, N-di-lower alkyl- 
carbamoyl, mercapto or by a radical of the formula R3-S(0) m - wherein R 3 is lower alkyl 
and m is 0 f 1 or 2, or 

b) when q is 0, one of the radicals Ri and R 2 is unsubstituted lower alkyl or 
unsubstituted phenyl and the other of the radicals R t and R 2 has one of the meanings 
given above in paragraph a) with the exception of hydrogen, or 

c) Ri and R 2 together are C 4 -C 10 - 1 ,4-alkadienylene substituted by amino, lower 
alkanoylamino, lower alkylamino, N f N-di-lower alkylamino, nitro, halogen, hydroxy, 
lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N -lower alkyl- 
carbamoyl, N,N-di-lower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienylene 
having up to 9 carbon atoms, or 

d) when q is 1 , R, and R 2 are each independently of the other unsubstituted lower 
alkyl or unsubstituted phenyl or have one of the meanings given above in paragraph 
a), and 

Re is hydrogen, lower alkyl, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl 
or N, N-di-lower alkyl-carbamoyl, 
or a salt thereof, 

with the exception of the compound of formula I wherein n is 0, q is 1 , R, and R 6 are 
each hydrogen and R 2 is methyl. 

4. A compound of formula I according to claim 1 wherein 
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q is 0, / 

n is from 1 to 3, 

R is halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, 
cyano, amino, lower alkanoylamino, lower alkylamino, N,N-di-lower alkylamino or 
trifluoromethyl, it being possible when several radicals R are present in the molecule 
for those radicals to be identical or different, 

a) Ri and R 2 are each independently of the other phenyl substituted by phenyl, amino, 
lower alkanoylamino, lower alkylamino, N f N-di-lower alkylamino, hydroxy, lower 
alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyf-carbamoyl, N,N- 
di-lower alkyl-carbamoyl, cyano or by nitro; hydrogen; unsubstituted or halo- or lower 
alkyl-substituted pyridyl; N-benzyl-pyridinium-2-yt; naphthyl; cyano; carboxy; lower 
alkoxycarbonyl; carbamoyl; N-lower alkyl-carbamoyl; N,N-di-lower alkyl-carbamoyl; 
formyl; lower alkanoyl; lower alkenyl; lower alkenyloxy; or lower alkyl substituted by 
halogen, amino, lower alkylamino, piperazino, di-lower alkylamino, hydroxy, lower 
alkoxy, cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, 
N,N-di-lower alkyl-carbamoyl, mercapto or by a radical of the formula R3-S(0) m - 
wherein R 3 is lower alkyl and m is 0, 1 or 2, or 

b) one of the radicals Ri and R 2 is unsubstituted lower alkyl or unsubstituted phenyl 
and the other of the radicals R t and R 2 has one of the meanings given above in 
paragraph a) with the exception of hydrogen, or 

c) Ri and R 2 together are C 4 -Cio-1 ,4-alkadienylene substituted by amino, lower 
alkanoylamino, lower alkylamino, N f N-di-lower alkylamino, nitro, halogen, hydroxy, 
lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl- 
carbamoyl. N,N-di-lower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienylene 
having up to 9 carbon atoms, 

or a salt thereof. 

5. A compound of formula I according to claim 1 wherein 
q is 0, 
n is 1 or 2, 

R is halogen, It being possible when several radicals R are present in the molecule for 
those radicals to be identical or different, and 
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a) R t and R 2 are each independently of the other phenyl substituted by phenyl, amino, 
hydroxy or by nitro; hydrogen; pyridyl; N-benzyl-pyridinium-2-yl; naphthyl; or lower 
alkyl substituted by di-lower alkylamino, or 

b) one of the radicals Ri and R 2 is unsubstituted lower alkyl or unsubstituted phenyl 
and the other of the radicals R t and R 2 has one of the meanings given above in 
paragraph a) with the exception of hydrogen, or 

c) Rt and R 2 together are aza-1 f 4-alkadienylene having up to 9 carbon atoms, 
or a salt thereof. 

6. A compound of formula I according to claim 1 wherein 
qis 0, 

n is 1 or 2, 

R is halogen, it being possible when several radicals R are present in the molecule for 
those radicals to be identical or different and 

a) Ri is hydrogen, or lower alkyl that is unsubstituted or substituted by di-lower alkyl- 
amino, and R 2 Is phenyl substituted by phenyl, amino, hydroxy or by nitro; pyridyl; 
N-benzyl-pyridinium-2-yf; or naphthyl, or 

b) R t and R 2 together are aza-1 ,4-alkadienylene having up to 9 carbon atoms, 
or a salt thereof. 

7. A compound of formula I according to claim 1 wherein 
qisOor 1, 

n is 1 or 2 when q is 0, or n is from 0 to 2 when q is 1 ,~ 

R is halogen or lower alkyl, it being possible when several radicals R are present in 
the molecule for those radicals to be identical or different, and 
a) Ri is hydrogen, or lower alkyt that is unsubstituted or substituted by di-lower alkyl- 
amino, and R 2 is phenyl substituted by carbamoylmethoxy, cartooxymethoxy, benzyl- 
oxycarbonyimethoxy, lower alkoxycarbonylmethoxy, lower alkoxycarbonyl, carboxy, 
N,N-di-lower alkyl-carbamoyl, phenyl, amino, lower alkylamino, dMower alkylamino, 
lower aikanoylamino,.hydroxy or by nitro; hydroxy-lower alkyl, amino-lower alkyl, di- 
lower alkylamino-lower alkyl, piperazino-lower alkyl, formyl, cyano, carboxy; lower 
alkoxycarbonyl; carbamoyl, N-lower alkyl-carbamoyl; N,N-dMower alkyl-carbamoyl, 
pyridyl; N-benzyl-carbamoyl, N-benzyi-pyridinium-2-yl; or naphthyl, or 
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b) Ri and R 2 together are 1-aza-buta-1,3-dien-1,4-ylene, or 

c) when q is 1 , Ri and R 2 are each methyl, and 
R 6 is hydrogen, methyl or lower alkoxycarbonyl, 
or a pharmaceutically acceptable salt thereof. 

8. A compound of formula I according to claim 1 wherein 
q is 0 or 1 , 

n is 1 or 2 when q is 0, or n is from 0 to 2 when q is 1 , 

R is halogen, it being possible when several radicals R are present in the molecule for 
those radicals to be identical or different, and 

a) Ri is hydrogen, or lower alkyl that is unsubstituted or substituted by di-lower 
alkylamino, and R 2 is phenyl substituted by carbamoyimethoxy, carboxymethoxy, 
benzyloxycarbonylmethoxy, methoxycarbonylmethoxy, ethoxycarbonyl, carboxy, 
phenyl, amino, acetamino, hydroxy or by nrtro; carboxy; ethoxycarbonyl; N-iower alkyl- 
carbamoyl; pyridyl; N-benzyl-pyridinium-2-yl; or naphthyi, or 

b) Ri and R 2 together are aza-1 ,4-aIkadienylene having up to 9 carbon atoms, or 

c) when q is 1 , Ri and R 2 are each methyl, and 
Re is hydrogen, methyl or methoxycarbonyl. - 

— or a salt thereof. 

9. A compound of formula I according to claim 1 or a pharmaceutically acceptable salt 
thereof, selected from 

4-(S^hloro-ani»ino)-6-(pyrid-2-yj)-7H-pyrrolo[2,3-d]pyrimidine, 
4-(3-<^loro-anilino)-6-(pynd-2-yl)-7H-pyrrolo[2 l 3-d]pyrimidine hydrochloride, 
4-(3^h»oro-anilino)-5-dimethy!aminome 

4-(3-chloro-4-fluorcHanilino)-6-(pyrid-2-yl)-7H^yrrolo[2 r 3-d}pyrimidine, 

4-(3-ch»oro-anilino)-5-methyl-6-(pyrid^ 

4-(3-chloro-anilino)-5-methyl^-(N-bei^^ 

bromide, 

4-(3^hloro^luoro-anilino)-5-me1hy^ 
4-(3-chloro-anilino)-7H-pyrrolo[2 r 3-d]pyrimidine f 
4-(3-chloro-anilino)-6-(biphen-4-yl)-7H-pyrroIo[2,3-d]pyrimidine l 
4-(3-chloro-anilino)-6-(naphth-2-yl)-7H-pyiTolo[2 f 3-d]pyrimidine f 



t 
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4-(3-chloro-anilino)^-(24iydroxy-phen^ 

4-(3^hloro-anilino)-6-(3-hydroxy-phenyl)-7H^^ 

4-(3-chloro-anilino)-6-(4^ydro>^ 

4-(3-chloro-anilino)-5-dimethylaminomethyW^^ 

pyrrolidine, 

4-(3K*loro-anilino)-5HjimethylaminomethyW-ph 
4-(3K*loro-anilino)-5-methyl^(44iydroxy-phen^ 
4-(3K*loro-anilino)-6-(4-nitro-phenyl)-^^ 

4^3-chloro-anilino)^-(4-amino-phenyl)-7H^yrro^ and 
4-(3^!oroi3henylamino)-9Hi^ 

and the pharmaceutically acceptable acid addition salts thereof. 

10. A compound of formula I according to claim 1 or a pharmaceutically acceptable 
salt thereof, selected from 

a) benzylamino-5,6-dimethyl-7H-pyrrolo[2.3-d]pyrimidine, 

b) R)-5,6-dimethyM-[(1 -phenyl-ethyI)-amino]-7H-pynrolo[2 r 3-d]pyrimldine t 

c) (S)-5 f 6-dimethyl-4-[(1 -phenyl-ethyl)-aminoJ-7H-pyrrolo[2 F 3-d]pyrimidine t 

d) (R)-6-(4-amino-phenyl)-4-[(1 -phenylTethyl)-amino]-7H-pyrro!o[2 f 3-d]pyrimidine, 

e) (S)-6-(4-amino-phenyl)^-[(1i3henyl^thyl)^minoJ-7H-pyrroio[2 t 3-d]pyrimicn 

f) 6-(4-amino-phenyl)-4-berttylamir*>-7H-pym ■* 

g) 6^4-aminoi3henylH-[(3^hloro4>enzyl)^^ 

h) (R)-6-(4-amino-phenyl)-4-[( t -methoxycarbonyl-benzyl)]-amino-7H-pyrrolo[2 r 3-d]- 
pyrimidine, 

i) (S)^-(4-amino-phenyl)-4-[(1-methoxycarbonyf-ben^ 
pyrimidine, 

j) 6-(4-acetylamino-phenylM-(3^hloro-anllino)-7H-pyrrolo[2,3KJ]pyrimidine, 

k) 6-(4-carbamoylmethoxy-phenyl)^-(3-chloro-anilino^ 

I) 6-(4-amino-phenyl)-4-(3-methyl-anilino)-7H-pyrroloI2 f 3-d]pyrimidine, 

m) 6^4-amino-phenyl)^-(3^hloro^fluoro-anilino)-7H^yrrolo[2 f 3^]pyrimidine # 

n) 6-(3-acetylamino-pbenyO^-(3-c^loro-anilino)-7H-pyrrolo[2 f 3-d]pyrimidine t 

o) 6-(3-aminoi3henyl)^(3^loro-anilino)-7H-pyrrolo[2,3-d]pyrimidine f 

p) 6-(4H^rboxymethoxy-phenylM-(3K;hIoro-an^^ 

q) 6^4-[benzyloxyraibonyl-methoxy]^te 

pyrimidine, 
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r) 6-(3^rtoamoylmethoxy-phenylM-(3-cM 
s) 4-(3^hloro-anilino)-6-(4-methoxyrato^ 
pyrimidine, 

t) 4-(3-chloro-anilirH3)-6-(3-methoxycarbonylmeto 
pyrimidine, 

u) 6^arboxy^-(3^hloro-anilino)-7H-pyrrolo[2 # 3KJlpyrimidjne t 

v) 4-(3^hloro-anilino)-6^thoxycarto^ 

w) 6-(N-n-butyl^rbamoyl)^(3-chloro-anilino^^ 

x) 4-(3-chlorcHanilino)^4^thoxycar^ 

y) 6-(4K^rboxy-phenylM-(3^hloK>anilino)-7H-py^ 

2) 6-(N4>enzyl^i*amoyl)^(3K;hloro^nilino)-7H and 

za) 4-(3^hloro-anilino)^(N-[3-^ 

and the pharmaceutical^ acceptable salts thereot 

11. A compound of formula I according to claim 1 or a pharmaceutical ly acceptable 
salt thereof, selected from 

a) 4-(3K*iloro-anHino)-6^4^ropionylamino-^ 

b) 4-(3-chloro-anilino)^-(3i^ 

c) (R)-6-(4-acetylamino-phenylM-[(1-phenyl-ett 

d) (R)-4-[(1 -phenyl-ethyl)-amino]-6-{4-propionylam^phenyl)-7H-pyrrolo[2,3rdl- 
pyrimidine, 

e) (R)-6-(3-acetylamino-phenyI)-4-I(1 ^henyl-emylHminoHH-pyrrolop.S-djpyrimidine, 

f) 4-(3~ch!oro-anilinc)-6^4-isobuty^^^ 

g) 4-(3^hloro-anilino)^-(4^ivaloylamfno-^^ 

h) 4-(3<*loro-anilino)-6-[4^DL-2-memyl^ 
pyrimidine, 

i) 4-(3-chtoro-anilino)^4-isovaleiy1amino-^^ 
j) 4-(3-chloro-anilino)^-(3-isofr 

k) 4-(3^hloro-anilino)^«(4-ethy1amino^henyl)-7H-pyrrolol2 f 3-d]pyrimidine, 

I) 6-(4-ethylamino-phenylM-[(1-pte 

m) 4-(3K*loro-anilino)^-(4KJimethylamino^hen^^ 

n) 4-(3-chloro-anilino)^-<3^thylamino-phenyl)-7^ and 

o) 6-(4-dimethylamino-phenyl)-4-I(1 -phenyl-ethyl)^mino>7H-pyrrolot2 f 3-dlpyrimidine 
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and the pharmaceutical^ acceptable salts thereof. 

12. A compound of formula I according to claim 1 or a pharmaceutical^ acceptable 
salt thereof, selected from 

6-(4-amino-phenyl)-4-(3-methyl-benzyl)-7H-pyrrolo[2 F 3-d]pyrimidine, 

(R)^-(3-amino-phenyl)-4-[(1-phenyl-ethyl)-am 

(R,S)-6-(4-amino-phenyl)-4-[(1-(3-chloro^^ 

pyrimidine, 

(R)-4-[(1-phenyl-ethyl)-amino]-6-(4-propionylamino-phenyl)-7H-pyrrolo[2,3-dl- 
pyrimidine, 

(R)-4-[(1 -phenyl -ethyl)-amino]-6-(3-propionylamino-phenyl)-7H-pyrrolo[2,3-d]- 
pyrimidine, 

(R)-6-(3-isobutyrylamino-phenyl)-4-[(1-phenyl-eth^^ 
pyrimidine, 

(R)-6-(4-isobutyrylamino-phenyl)^-[(1-phenyl-ethyl^^ 
pyrimidine, 

(R)-6-(4^hraloylamino-pheny1M-[(1^ 
(R)^-{3i3ivaloylamino-phenyiM-[(1-ph 

4-(3-chloro-anilino)-6-(3-ethoxycarbonyl-phenyl)-7H-pyrrolo[2 f 3-d]pyrimidine, 

4-(3-chloro-anilino)-6-(3-cartooxy-phenyl)-7H-pynrolo[2,3-dlpyrimidine, 

4-(3^hloro-anilino)-6-(4-methoxycarbonyl-phenyl)-7H^yrrolo[2,3-d]pyrim 

4-(3-chloro-anilino)-6-(4-propyloxycarbonyl-phenyl)-7H-pyrrolo[2 f 3-d]pyrimidine t 

4-(3-chloro-anilino)-6-(4-isopropyloxyrarbonyl-phenyl)-7H^yfrolo[2,^ 4 

4-(3-chloro-ani!ino)-6-(4-isobutyloxycart>^ 

4-(3-chloro-anilino)-6-(4-dimethylaminocarbcKiyl-phenyl)-7H-pyrrolo[2 t 3-d]pyrimidine^ 
4-(3-chloro-anilino)^-(4-diethylaminocarbonyl-phenyl)-7H-pyn*olo[2,3-d]pyrimidine, 
(R)^-(4KJiethylamino-phenyl)^-[(1-phenyl-eto^ 
4^3H3hIoro-anilino)-6-(3-dimethylamino^hen 

(R)-6-{4-hydroxy-phenyl)-44(1-phenyl-ethyl)-amino>7H-pyrrolo[2,3-d]pyrimidine, 

4-(3-chloro-anilino)-5^dimethylaminomethyl-6-(4-hydroxy-phenyl)-7H-pyrrolot2,3-d]- 

pyrimidine, 

4-(3-chloro-aniUno)-6-(N,N-dimethyl-rarbam 
6-aminocart5onyl^(3-^!oro-anilino)-7H-pyrrok>t2 t 3-dlpyrimidine, 
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4-(3-chloro-anilino)-6-methylaminorarbony^^ 

4-(3-chlorcHaniiino)-6-hydroxymethyl-7H-pyrroIo[2 f 3^lpyrimidine, 

4-(3-chloro-aniiino)-6-formyl-7H-pyrrolo[2,3-d]pyrimidine, 

(R)^-ethoxycart>onyl^[1i3henyl-ethyta^ 

(R)^methylaminoc»rbonyM-[1-phenyl-ethylami^^^ 

(R)^-cafbamoyl^41-phenyl^thylamino]-7H-pyrrolo[2 f 3Hd]pyrimidine, 

(R)^-cyancM41-phenyl^thylaminoJ-7H-pyiTolo[2 f 3^]pyrirriidine f 

4-(3-chloro-anilino)-6Kyano-7H-pyrrolo[2,3"d]pyrimidine f 

(R)-6-formyl^[1i3heny!-emylamino)-7H^yrrolo[2 f 3-dlpyrimidm 

(R)-6-aminomemyl-4-[1-phenyl-eth^ 

6-aminomethyl^(3^hloro-anitino)-7H^^ 

4-(3-chioro-anilino)^-(dimethylamino-meth^ 

(R)-6-(dimethylamino-methylM 

(R)-6-(piperazino-methyl)^1-phenyl-ethyla^ 

4-(3K*loro-anilino)^-(piperazino-methyl^ 

4^3^hlorc>-anilino)-6-methoxymemyl-7H-pyrrolo[2 f 3-d]pyrim 

6^N-tert.-Butyl^rtoamoylM-(3-chloro-anil^ 

4-(3^hloro-anilino)^-(N f N^ime^ 

6-carboxy^3-chloro-anilino)-5-methy^ 

4-(3-chloro-anilino)-6-formyl-5-meto^^ 

4-(3^hloro^nilino)-64iydro>cymethyl-5-methyl-7H-pyTO 

5K»rtx>xy^K3K;hloro-anilino)^methyl-7H-pyro^ 

4-(3^hloro-anilino)-5-formyl-6-m^ and 

4^3^hloro-anilino)-5-hydroxymethyl-6-mefo^ 

and the pharmaceutical^ acceptable salts thereof. 

13. A compound of formula I according to any one of claims 1 to 12 or a pharmaceuti- 
cal^ acceptable salt of such a compound for use in a method for the therapeutic treat- 
ment of the human or animal body. 

14. A pharmaceutical composition comprising a compound of formula I according to 
any one of claims 1 to 12 or a pharmaceutical^ acceptable salt of such a compound, 
together with a pharmaceutical carrier. 
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15. A pharmaceutical composition for the treatment of tumours in warm-blooded 
animals including humans, comprising, in a dose effective against tumours, a 
compound of formula I according to any one of claims 1 to 12 or a pharmaceutical 
acceptable salt of such a compound, together with a pharmaceutical carrier. 

16. The use of a compound of formula I according to any one of claims 1 to 12 or of a 
pharmaceutical^ acceptable salt of such a compound in the preparation of pharma- 
ceutical compositions for use in the chemotherapy of tumours. 

17. The use of a compound of formula I according to any one of claims 1 to 12 or of a 
pharmaceutical^ acceptable salt of 6uch a compound in the chemotherapy of 
tumours. 

18. A method of treating warm-blooded animals including humans, which comprises 
administering to a warm-blooded animal suffering from a tumour disease, in a dose 
effective against tumours, a compound of formula I according to any one of claims 1 
to 12 or a pharmaceutical^ acceptable salt of such a compound. 

19. A process for the preparation of a 7H-pyrrolo[2,3-d]pyrimidine derivative of 
formula I 



(J)n 

wherein 
q is 0 or 1 , 

n is from 1 to 3 when q is 0 f or n is from 0 to 3 when q is 1, 

R is halogen, lower alky!, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower 

alkoxycarbonyi, carbamoyl, N-lower alkyl-carbamoyl, N,N-dMower alkyi -carbamoyl, 
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cyano, amino, lower alkanoylamino, lower alkylamino, N t N-di-lower alkylamino or tri- 
fluorornethyl, it being possible when several radicals R are present in the molecule for 
those radicals to be identical or different, 
a) R t and R 2 are each independently of the other 

a) phenyl substituted by carbamoyl-methoxy, carboxy-methoxy, benzyloxycarbonyl- 
methoxy, lower alkoxycarbonyf-methoxy, phenyl, amino, lower alkanoylamino, lower 
alkylamino, N,N-di-lower alkylamino, hydroxy, lower atkanoyloxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-dMower alkyl -carbamoyl, 
cyano or by nitro; 

P) hydrogen; 

7) unsubstituted or halo- or lower alkyl-substituted pyridyl; 

6) N-benzyl-pyridinium-2-yf ; naphthyl; cyano; carboxy; lower alkoxycarbonyl; 

carbamoyl; N-lower alkyl-carbamoyl; N,N-di-lower alkyl-carbamoyl; N-benzyl- 

carbamoyl; formyl; lower alkanoyl; lower alkenyt; lower alkenyloxy; or 

e) lower alkyl substituted by 

ea) halogen, amino, lower alkylamino, piperazino, di-lower alkylamino, 
ep) phenylamino that is unsubstituted or substituted in the phenyl moiety by halogen, 
lower alkyl. hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower alkoxycarbonyl, 
carbamoyl, N-lower alkyl-cartoamoyl, N,N-di-lower alkyl-carbamoyl, cyano, amino, 
lower alkanoylamino, lower alkylamino, N,N-dMower alkylamino or by trifluoromethyl, 
ey) hydroxy, lower alkoxy, cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower 
alkyl-carbamoyl, N,N-dMower alkyl-carbamoyl, mercapto or 

eS) by a radical of the formula R 3 -S(0) m - wherein R 3 is lower alkyl and m is 0, 1 or 2, or 

b) when q is 0, one of the radicals Ri and R 2 is unsubstituted lower alkyl or 
unsubstituted phenyl and the other of the radicals R f and R 2 has one of the meanings 
given above in paragraph a) with the exception of hydrogen, or 

c) R t and R 2 together are C4-C10-1 ,4-alkadienylene substituted by amino, lower 
alkanoylamino, lower alkylamino, N,N-di-lower alkylamino, nitro, halogen, hydroxy, 
lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl- 
carbamoyl, N,N-di-lower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienylene 
having up to 9 carbon atoms, or 
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d) when q is 1, Ri and R 2 are each independently of the other unsubstituted lower 
alkyl or unsubstituted phenyl or have one of the meanings given above in paragraph 
a), and 

Re is hydrogen, lower alkyl, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl 
or N,N-di-lower alkyl-carbamoyl, 
or a salt thereof, 

with the exception of the compound of formula I wherein n is 0, q is 1 , R, and R 6 are 
each hydrogen and R 2 is methyl, 
which process comprises 

' a) reacting a pyrrolo[2,3-d]pyrimidine derivative of formula II 



wherein X is a suitable leaving group, Z is hydrogen or 1-aryl-lower alkyl and the remaining 
substituents are as defined above for compounds of formula I, any free functional groups 
present in the radicals Ri and R 2 being protected if necessary by readily removable protect- 
ing groups, with an amine of formula III 



wherein R, Re, n and q are as defined above for compounds of formula I, any free 
functional groups present in the radical R being protected If necessary by readily 
removable protecting groups, and removing any protecting groups that are present 
and, where it Is present, the 1-aryl-lower alkyl radical 2, or 




(«). 




on) 



WO 97/02266 



FCT/EP96/02728 



-97- 



b) reacting with an amine of formula III above, in the presence of a dehydrating agent and a 
tertiary amine, a pyrrolo[2,3-d]pyrimidin-4-one derivative of formula IV 



HN 



O 




(IV) 



. wherein T is 1-aryl-lower alkyl and R t and R 2 are as defined above for compounds of 
formula I, any free functional groups present in the radicals Ri and R 2 being protected 
If necessary by readily removable protecting groups, and removing any protecting 
groups that are present, or 

c) for the preparation of a compound of formula I wherein Ri is dimethylamino-methyl 
and the remaining substituents are as defined above for compounds of formula I, 
reacting with N,N-dimethyl-methyleneimmonium iodide a compound corresponding to 
formula I wherein R t Is hydrogen and the remaining substituents are as defined above 
for compounds of formula I, any free functional groups present in the radicals Ri and 
R 2 being protected if necessary by readily removable protecting groups, and removing 
any protecting groups that are present, or 

d) for the preparation of a compound of formula I wherein at least one of the radicals 
R, R v and R 2 is hydroxy-substituted phenyl and the remaining substituents are as 
defined above for compounds of formula I, reacting with boron tribromide a compound 
corresponding to formula I wherein at least one of the radicals R, Ri and R 2 is 
methoxy-substituted phenyl and the remaining substituents are as defined above for 
compounds of formula I, any free functional groups present in the radicals R, Ri and 
R 2 being protected if necessary by readily removable protecting groups, and removing 
any protecting groups that are present, or 

e) for the preparation of a compound of formula I wherein at least one of the radicals 
R, R 1 and R 2 ts amino-substituted phenyl and the remaining substituents are as 
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defined above for compounds of formula l f subjecting to catalytic hydrogenation a 
compound corresponding to formula I wherein at least one of the radicals R, R, and 
R 2 is nitro-substituted phenyl and the remaining substituents are as defined above for 
compounds of formula I, any free functional groups present In the radicals R, R, and 
R 2 being protected If necessary by readily removable protecting groups, and removing 
any protecting groups that are present, 

and after carrying out one of process variants a) to e), if necessary for the preparation 
of a salt, converting a resulting free compound of formula I into a salt or, if necessary 
for the preparation of a free compound, converting a resulting salt of a compound of 
formula I into the free compound. 

20. A process for the preparation of a 7H-pyrrolo[2,3-dlpyrimidine derivative of 
formula la 



wherein 

n is from 1 to 3, 

R is halogen, lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-dMower alkyl-carbamoyl, 
cyano, amino, lower alkanoylamino, lower alkylamino, N.N-di-lower alkylamino or 
trifluoromethyl, it being possible when several radicals R are present in the molecule 
for those radicals to be identical or different, 

a) Rf and R 2 are each independently of the other phenyl substituted by phenyl, amino, 
lower alkanoylamino, lower alkylamino, N,N-di-lower alkylamino, hydroxy, lower 
alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N.N- 
dHower alkyl-carbamoyl, cyano or by nitro; hydrogen; unsubstituted or halo- or lower 
alkyl-substituted pyridyi; N-fcenzyl-pyridinium-2-yl; naphthyl; cyano; carboxy; lower 




(la) 
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alkoxycarbonyl; carbamoyl; N-lower alkyi-carbamoyl; N,N-di-lower alkyl-carbamoyl; 
formyl; lower alkanoyl; lower alkenyl; lower alkenyloxy; or lower alky! substituted by 
halogen, amino, lower alkylamino, piperazino, di-lower alkylamino, hydroxy, lower 
alkoxy, cyano, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, 
N,N-di-lower alkyl-carbamoyl, mercapto or by a radical of the formula R:rS(0) m - 
wherein R 3 is lower alkyl and m is 0, 1 or 2, or 

b) one of the radicals Ri and R 2 is unsubstituted lower alkyl or unsubstituted phenyl 
and the other of the radicals Ri and R 2 has one of the meanings given above in 
paragraph a) with the exception of hydrogen, or 

c) Ri and R 2 together are C 4 -C t cr1 ,4-alkadienylene that is substituted by amino, lower 
alkanoylamino, lower alkylamino, N,N-di-lower alkylamino, nitro, halogen, hydroxy, 
lower alkanoyloxy, carboxy, lower alkoxycarbonyl, carbamoyl, N-lower alkyl- 
carbamoyl, N,N-di-lower alkyl-carbamoyl or by cyano, or are aza-1 ,4-alkadienylene 
having up to 9 carbon atoms, 

or a salt thereof, 
which comprises 

a) reacting a pyrrolo[2,3-d]pyrimidine derivative of formula II 




(IJ) 



R, *2 

wherein X is a suitable leaving group, Z is hydrogen or 1-aryl-lower alkyl and the remaining 
substituents are as defined above for compounds of formula la, any free functional groups 
present in the radicals Ri and R z being protected if necessary by readily removable 
protecting groups, with an aniline derivative of formula Ilia 
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(Ilia) 



wherein R and n are as defined above for compounds of formula la, any free 
functional groups present in the radical R being protected if necessary by readily 
removable protecting groups, and removing any protecting groups that are present 
and, where it is present, the 1-aryMower alkyl radical Z, or 

b) reacting with a phenylamine of formula Ilia above, in the presence of a dehydrating agent 
and a tertiary amine, a pyrrolo[2 r 3-d]pyrimidin-4-one derivative of formula IV 



2 1 




wherein Z* is 1 -aryHower alkyt and Ri and R 2 are as defined above for compounds of 
formula la, any free functional groups present in the radicals Ri and R 2 being 
protected if necessary by readily removable prctecting groups, and removing any 
protecting groups that are present, or 

c) for the preparation of a compound of formula la wherein R t is dimethyiamino-methyl 
and the remaining substituents are as defined above for compounds of formula la, 
reacting with N,N-dimethyl-methyleneimmonium iodide a compound corresponding to 
formula la wherein R t is hydrogen and the remaining substituents are as defined 
above for compounds of formula la, any free functional groups present in the radicals 
R t and R 2 being protected if necessary by readily removable protecting groups, and 
removing any protecting groups that are present, or 
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d) for the preparation of a compound of formula la wherein at least one of the radicals 
R, R t and R 2 is hydroxy-substituted phenyl and the remaining substituents are as 
defined above tor compounds of formula la, reacting with boron tribromide a 
compound corresponding to formula la wherein at least one of the radicals R f Ri and 
R 2 is methoxy-substituted phenyl and the remaining substituents are as defined above 
for compounds of formula la, any free functional groups present in the radicals R, Ri 
and R 2 being protected if necessary by readily removable protecting groups, and 
removing any protecting groups that are present or 

e) for the preparation of a compound of formula la wherein at least one of the radicals 
R f R, and R 2 is amino-substituted phenyl and the remaining substituents are as 
defined above for compounds of formula la, subjecting to catalytic hydrogenation a 
compound corresponding to formula la wherein at least one of the radicals R, R t and 
R 2 is nitro-substituted phenyl and the remaining substituents are as defined above for 
compounds of formula la, any free functional groups present in the radicals R, Ri and 
R 2 being protected if necessary by readily removable protecting groups, and removing 
any protecting groups that are present, 

and after carrying out one of process variants a) to e). if necessary for the preparation 
of a salt, converting a resulting free compound of formula la into a salt or, if necessary 
for the preparation of a free compound, converting a resulting salt of a compound of 
formula la into the free compound. 

21. A pyrrolo[2,3-d]pyrimidine derivative of formula Ila 




wherein X' is hydroxy or a suitable leaving group. 
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Z is hydrogen or 1-aryMower alkyl, 

R t is hydrogen or lower alkyl that is unsubstituted or substituted by di-lower alkylamino, and 
R 2 is 

a) phenyl substituted by carbamoyl-methoxy, carboxy-methoxy, benzyloxycarbonyl- 
methoxy, lower alkoxycarbonyl-methoxy, phenyl, amino, lower aikanoylamino, lower 
alkylamino, N,N-di-lower alkylamino, hydroxy, lower alkanoyloxy, carboxy, lower 
alkoxycarbonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-dMower atkyl-carbamoyl, 
cyano or by nitro; 

b) unsubstituted or halo- or lower alkyl-substituted pyridyl; 

c) N-ben2yf-pyridinium-2-yl; naphthyl; cyano; carboxy; lower alkoxycarbonyl; 
carbamoyl; NJower alkyl-carbamoyl; N,N-di-lower alkyl-carbamoyl; N-benzyl- 
carbamoyl; formyl; lower alkanoyl; lower alkenyt; lower alkenyloxy; or 

d) lower alkyl substituted by 

a) halogen, amino, lower alkylamino, piperazino, di-lower alkylamino, 
P) phenylamino that is unsubstituted or substituted in the phenyl moiety by halogen, 
lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower alkoxycarbonyl, 
carbamoyl, N-lower alkyl-carbamoyl, N.N-dMower alkyl-carbamoyl, cyano, amino, 
lower aikanoylamino, lower alkylamino, N,N-dHower alkylamino or by trifluoromethyl, 
Y) hydroxy, lower alkoxy, cyano. carboxy, lower alkoxycarbonyl, carbamoyl, N-lower 
alkyi-carbamoyl, N,N-di-lower alkyl-carbamoyl, mercapto or 

S) by a radical of the formula R3*S(0) m - wherein R 3 is lower alkyl and m is 0, 1 or 2, 
a 4-keto derivative that is a tautomer of a compound of formula II wherein X' is 
hydroxy, 

or a salt of such a compound. 



22. A pyrrole derivative of formula XI 
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wherein Z is hydrogen or 1-aryMower alkyl, 

a) Ri is hydrogen or lower alkyl that is unsubstituted or substituted by di-lower alkylamino, 

and 

R 2 is 

a) phenyl substituted by carbamoyl-methoxy, carboxy-methoxy, benzyloxycarbonyl- 
methoxy, lower alkoxycarbonyl-methoxy, phenyl, amino, lower alkanoylamino, lower 
alkylamino, N,N-di-lower alkylamino, hydroxy, lower alkanoyloxy, carboxy, lower 
alkoxycaitoonyl, carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, 
cyano or by nitro; 

P) unsubstituted or halo- or lower alkyl-substituted pyridyl; 
y) N-benzyl-pyridinium-2-yl; naphthyl; cyano; carboxy; carbamoyl; N-lower alkyl- 
carbamoyl; N,N-di-lower alkyl-carbamoyl; N-benzyl-carbamoyl; formyl; lower alkanoyl; 
lower alkenyl; lower alkenyloxy; or 
S) lower alkyl substituted by 

5a) halogen, amino, lower alkylamino, piperazino, di-lower alkylamino, 
50) phenylamlno that is unsubstituted or substituted in the phenyl moiety by halogen, 
lower alkyl, hydroxy, lower alkanoyloxy, lower alkoxy, carboxy, lower alkoxycarbonyl, 
carbamoyl, N-lower alkyl-carbamoyl, N,N-di-lower alkyl-carbamoyl, cyano, amino, 
lower alkanoylamino, lower alkylamino, N.N-di-lower alkylamino or by trifluoromethyl, 
6tf hydroxy, lower alkoxy, cyano, carboxy. carbamoyl, N-lower alkyl-carbamoyl, N,N- 
di-lower alkyl-carbamoyl, or 

85) by a radical of the formula R 3 -S(0) m - wherein R 3 is lower alkyl and m is 0, 1 or 2, 
or 

b) Ri and R 2 together are aza-1 ( 4-alkadienylene having up to 9 carbon atoms, and 
R 5 is cyano or lower alkoxycarbonyl, 

or a salt of such a compound. 
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